PCT 



WORLD INTELLECTUAL PROPERTY ORGANIZATION 
International Bureau 




INTERNATIONAL APPLICATION PUBUSHED UNPER THE PATENT COOPERATION TREATY (PCT) 



(51) International Patent Clasdfication ^ : 




(11) International Publication Number: 


WO 96A0022 


C07D 401/04, 401/14, 409/14, 405/12, 
A61K 3^495, 31/435 


Al 


(43) International Publication Date: 


4 April 1996 (04.04.96) 



(21) International Application Number: PCT/GB95/02285 

(22) International Filing Date: 25 Scplcmbcr !995 (25.09.95) 



(30) Priority Data: 
941934L4 
9425789.6 
951105 L6 



26 September 1994 (26.09.94) GB 
2 1 December 1 994 (2 1 . 1 2.94) GB 
1 June 1995 (01.06.95) GB 



(71) Applicant (for all designated States except US): ZENECA 

LIMITED [GB/GB]; 15 Stanhope Gate, London WIY 6LN 
(GB). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): FAULL. Alan. Welling- 
ton {GB/GB]; Zeneca Pharmaceuticals. Meresidc, Alder- 
Icy Park. Macclesfield, Cheshire SKIO 4TG (GB). MAYO, 
Colette, Marie (GB/GB]; Zcncca Phaimaceuticals, Meie- 
side, Aldcrley Park, Macclesfield, Cheshire SKIO 4TG 
(GB). PRESTON, John {GB/GB]; Zcncca Phannaccuticals. 
Mcieside, Aldcrley Park, Macclesfield, Cheshire SKIO 4TG 
(GB). STOCKER, Andrew [GB/GB]; Zencca Pharmaceuti- 
cals, Meresidc. Aldcrley Park, Macclesfield, Cheshire SKIO 
4TG (GB). 



(74) Agent: TAIT. Brian, Steele; ZENECA Pharmaceuticals, Intel- 
lectual Property Etepi.. Mcrcsidc. Aldcrley Park. Maccles- 
field. Cheshire SKIO 4TG (GB). 



(81) Designated States: AM. AT. AU, BB. BG. BR. BY, CA. CH, 
CN. CZ. DE. DK. EE, ES. H. GB. GE, HU. IS. JP. KE, 
KG, KP. KR, KZ. LK. LR. LT. LU, LV. MD, MG. Mit. 
MN. MW, MX, NO. NZ, PL. PT. RO. RU. SO. SE, SG. SI. 
SK, TJ. TM, TT. UA. UG, US, UZ. VN, European patent 
(AT. BE. CH, DE, DK, ES, FR. GB, GR, IE, IT, LU. MC. 
NL. PT. SE). OAPI patent (BF, BJ, CT. CG. CI. CM. GA. 
GN. ML, MR, NE, SN. TD, TG). ARIPO patent (KE. MW. 
SD. SZ, UG). 



Published 

With international search report. 



(54) TiUe: AMINOHEIEROCYCLIC DERIVATIVES AS ANTITHROMBOTIC OR ANTICOAGULANT AGENTS 
(57) Abstract 




-A-CO-M^-M^-X-Q 



a) 



The invention concerns 
compounds of formula 0). wherein 
iiach of G\ G^ and G^ is CH or N; 
m is 1 or 2; R' includes hydrogen, 
halogcno and (l-4C)aIkyl;- M* is a 
group of formula: NR2-L>-T*R\ in 
which R2 and R^ logcdicr foim a 
( 1 -4C)alkylcnc group. L* includes 

Lf£'aS "^J'N??s"a°;ro;p^f the fonnula: ^^W-T^^ in which R is 0 or . each of Tj and is CH or N^cach of 
and R5 is hydrogen or (l-4C)alkyl. or R" and R* together form a (l-4C)allcylcne group, and includes (l-4C)alkylcnc M3 may be a 
direct linic to X- X includes sulphonyl; and Q includes naphthyl and a heterocyclic moiety: or a pharmaceutically-acccptable salt thereof: 
processes for their preparation, pharmaceutical compositions containing them and their use as antithrombotic or anUcoagulant agents. 
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AMINOHETEROCYCLIC DERIVATIVES AS ANTITHROMBOTIC OR ANTICOAGULANT AGENTS 

The invention relates to a group of aminoheterocyclic 
derivatives, or pharmaceutically-acceptable salts thereof, which 
possess antithrombotic and anticoagulant properties and are accordingly 
useful in methods of treatment of the human or animal body. The 
invention also relates to processes for the preparation of said 
aminoheterocyclic derivatives, to pharmaceutical compositions 
containing them and to their use in the manufacture of medicaments for 
use in the production of an antithrombotic or anticoagulant effect. 

The antithrombotic and anticoagulant effect produced by the 
compounds of the invention is believed to be attributable to their 
strong inhibitory effect against the activated coagulation protease 
knovn as Factor Xa. Factor Xa is one of a cascade of proteases 
involved in the complex process of blood coagulation. The protease 
knovn as thrombin is the final protease in the cascade and Factor Xa is 
the preceding protease which cleaves prothrombin to generate thrombin. 

Certain compounds are known to possess Factor Xa inhibitory 
properties and the field has been reviewed by R-B. Uallis, Current 
Opinion in Therapeutic Patents , 1993, 1173-1179. Thus it is knoxm that 
two proteins, one knovn as antistatin and the other known as tick 
anticoagulant protein (TAP), are specific Factor Xa inhibitors which 
possess antithrombotic properties in various animal models of 
thrombotic disease. 

It is also kn^wn that certain non-peptidic compounds possess 
Factor Xa inhibitory properties. Of the low molecular weight 
inhibitors mentioned in the review by R-B. Uallis, all possessed a 
strongly basic group such as an amidinophenyl or amidinonaphthyl group - 

It is the object of the present invention to provide a new 
class of agent which lacks the amidino group previously believed to be 
an essential feature for a Factor Xa inhibitor. 

We have now found that certain amino-substituted heterocyclic 
derivatives possess Factor Xa inhibitory activity. Many of the 
compounds of the present invention also possess the advantage of being 
selective Factor Xa inhibitors, that is the enzyme Factor Xa is 
inhibited strongly at concentrations of test compound which do not 
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inhibit or which inhibit to a lesser extent the enzyme thrombin which 
is also a member of the blood coagulation enzymatic cascade. 

The compounds of the present invention possess activity in 
the treatment or prevention of a variety of medical disorders where 
anticoagulant therapy is indicated, for example in the treatment or 
prevention of thrombotic conditions such as coronary artery and 
cerebro-vascular disease. Further examples of such medical disorders 
include various cardiovascular and cerebrovascular conditions such as 
myocardial infarction, the formation of atherosclerotic plaques, venous 
or arterial thrombosis, coagulation syndromes, vascular injury 
including reocclusion and restenosis following angioplasty and coronary 
artery bypass surgery, thrombus formation after the application of 
blood vessel operative techniques, the introduction of artificial heart 
valves or on the recirculation of blood, cerebral infarction, cerebral 
thrombosis, stroke, cerebral embolism, pulmonary embolism, ischaemia 
and angina (including unstable angina). 

The compounds of the invention are also useful as inhibitors 
of blood coagulation in an ex - vivo situation such as, for example, the 
storage of whole blood or other biological samples suspected to contain 
Factor Xa and in which coagulation is detrimental. 

According to one aspect of the invention there is provided an 
aminoheterocyclic derivative of the formula I (set out hereinafter) 
wherein is CH or N; 

is CH or N; 
G*^ is CH or N; 
m is 1 or 2; 

is hydrogen, amino, halogeno, cyano, (l-4C)alkyl or ( l-AC)alkoxy; 
is a group of the formula 

2 113 
NR -L -T^R-^ 

7 3 * 

in which R'~ and R together form a ( l-AC)alkylene or methylenecarbonyl 
group, or R"^ is a ( 2-3C) alkylene group which is linked to a methylene 
group within forming a 5- or 6-membered ring involving T^ and R"^, 
is ( l-4C)alkylene, ( 3-6C) cycloalkane- 1 , 2-diyl or 
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( l-3C)alkylene-carbonyl, and 
is CH or N, 

and uherein 1 or 2 methylene groups within and the rings formed vhen 

and R^ or R'' and are linked optionally bears a substituent 
selected from the group consisting of (l-4C)alkyl, hydroxy- ( l-4C)alkyl, 
(l-4C)alko5cy-(l-4C)alkyl and phenyl- ( l-4C)alkyl, 

and wherein any phenyl group in optionally bears 1 or 2 substituents 
selected from the group consisting of halogeno, trif luoromethyl , 
{l-AC)alkyl and ( 1-AC) alkoxy ; 

A is a direct link to the carbonyl group, or A is ( l-AC)alkylene; 

2 

H is a group of the formula 

(T^R^)^-L^-T^R^ 

in which r is 0 or 1 , 

is CH or N, 
T"^ is CH or N, 

L 5 4 

R is hydrogen or (l-4C)alkyl, R is hydrogen or (l-4C)alkyl, or R and 

R^ together form a { l-AC)alkylene, methylenecarbonyl or 

carbonylmethylene group, or R^ is a (2-3C)alkylene group which is 

2 

linked to a methylene group within L forming a 5- or 6-membered ring 
involving R^ and , or R^ is a (2-3C)alkylene group which is linked to 
a methylene group within L forming a 5- or 6-membered ring involving 
R^ and T"^, 

\} is (l-4C)alkylene, (3-6C)cycloalkane-i,2-diyl, 

2 

(l-3C)alkylene-carbonyl or phenylene, and, when r is 1, L may also be 
carbonyl- ( l-3C)alkylene, 

2 

and wherein 1 or 2 methylene groups within L and the rings formed when 
R^ and R^, R^ and L*^ or R^ and are linked optionally bears a 
substituent selected from the group consisting of oxo, carboxy, 
(l-4C)alkoxycarbonyl, carbamoyl, N- ( l-4C)alkylcarbamoyl , 
N,N-di-{ l-4C)alkylcarbamoyl, pyrrolidin- l-ylcarbonyl , 
piperidinocarbonyl, morpholinocarbonyl . piperazin- l-ylcarbonyl , 
4-(l-4C)alkylpiperazin-l-ylcarbonyl, N-phenylcarbamoyl, 
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N- ( 1 - AC ) alkyl-N-phenylcarbamoyl , N- ( phenyl- ( 1 - 3C ) alkyl ] carbamoyl , 

N- ( 1 - 4C ) alkyl-N- ( phenyl- ( 1 -3C ) alkyl ) carbamoyl , 

N- [ hydroxy- ( 2 - 3C ) alkyl | carbamoyl , N- ( 1 -4C ) alkyl-N- ( hydroxy- 

(2-3C)alkyll carbamoyl, N- [( 1 -AC)alkoxy- ( 2-3C) alkyl ) carbamoyl , 

N- ( 1 -4C ) alkyl-N- [ ( 1 - 4C ) alkoxy- ( 2-3C ) alkyl ) carbamoyl , N- ( carboxy- 

( 1 -3C) alkyl ] carbamoyl , N- ( 1 -4C ) alkyl-N- { carboxy- ( 1 -3C ) alkyl ] carbamoyl , 

N- (carboxy- ( 1 -3C) alkyl | -N- { hydroxy- ( 2-3C) alkyl ] carbamoyl , 

N- (carboxy- ( 1 -3C) alkyl | -N- [ ( 1 -4C) alkoxy- ( 2- 3C) alkyl ] carbamoyl , 

N-( ( l-4C)alkoxycarbonyl-( 1-3C) alkyl] carbamoyl, 

N-( l-4C)alkyl-N-( (l-4C)alkoxycarbonyl-( l-3C)alkyl Jcarbaraoyl, 

N- [ ( l-4C)alkoxycarbonyi- ( l-3C)alkyl ] -N- [hydroxy- ( 2-3C)alkyl] carbamoyl, 

N- [ { l-4C)alkoxycarbonyl-( l-3C)alkyl] -N- [ ( 1 -AC ) alkoxy- 

(2-3C) alkyl] carbamoyl, (1-4C) alkyl, 

carboxy-( l-AC)alkyl, ( l-4C)alkoxycarbonyl- ( l-4C)alkyl, 
carbamoyl-(l-4C)alkyl, N-( l-4C)alkylcarbamoyl- { l-4C)alkyl, 
N,N-di-( l-4C)alkylcarbamoyl-(l-4C).alkyl, 

pyrrolidin-l-ylcarbonyl- ( 1 -AC) alkyl, piperidinocarbonyl- ( 1-4C) alkyl, 
morpholinocarbonyl - ( 1-4C) alkyl, piperazin- 1 -ylcarbonyl- ( 1- AC) alkyl, 
4-{ 1- AC)alkylpiperazin- 1-ylcarbonyl- ( 1-4C) alkyl , 
N-phenylcarbamoyl- ( l-4C)alkyl, 

N- [phenyl-( l-3C)alkyl] carbamoyl- ( l-4C)alkyl , hydroxy- ( 1 -AC) alkyl, 
( l-4C)alkoxy-( L-4C)alkyl and phenyl- ( l-4C)alkyl, 

and vherein any heterocyclic group in said substituent optionally bears 
1 or 2 substituents selected from the group consisting of (l-4C)alkyl, 
( l-4C)alkoxy, carboxy, ( 1-4C) alkoxycarbonyl , carbamoyl, 
N-(l-4C)alkylcarbamoyl and N,N-di-{ l-4C)alkylcarbamoyl, 

and wherein any phenyl or phenylene group in M~ optionally bears 1 or 2 
substituents selected from the group . consisting of halogeno, 
trifluoromethyl, (l-4C)alkyl and ( 1 -4C)alkoxy ; 

H"^ is a direct link to X, or M*^ is a group of the formula 

L^-(NR^) 
^ ' s 

in which s is 0 or 1, 

is hydrogen or (l-4C)alkyl, or and R^ together form a 
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{ l-4C)alkylene, methylenecarbonyl or carbonyltnechylene group, or R is 
a (2-3C)aikylene group vhich is linked to a methylene group vithin L"^ 
forming a 5- or 6-membered ring involving NR^, 

is (l-AC)alkylene, {3-6C)cycloalkane-l ,2-diyl, 
carbonyl-( l-3C)alkylene or phenylene, and, uhen s is 1, may also be 
(l-3C)alkylene-carbonyl, 

3 

and vherein 1 or 2 methylene groups vithin L and the rings formed when 

and R^ or R^ and L"^ are linked optionally bears a substituent 
selected from the group consisting of oxo, carboxy, 
(l-AC)alkoxycarbonyl, carbamoyl, N-( l-AC)alkylcarbamoyl, 
N,N-di- ( L-4C)alkylcarbaraoyl , pyrrolidin- 1-ylcarbonyl , 
piperidinocarbonyl , morpholinocarbonyl , piperazin- 1 -ylcarbonyl , 
A-( l-4C)alkylpiperazin-l-ylcarbonyl. N-phenylcarbamoyl , 
N_ ( 1 -4C ) alkyl-N-phenylcarbamoy 1 , N- [ phenyl- ( 1 -3C ) alkyl ] carbamoyl , 
N-( l-AC)alkyl-N-{ phenyl- (l-3C)alkyl] carbamoyl, ( 1-4C) alkyl, 
carboxy- { 1 -4C) alkyl , ( 1-4C ) alkoxycarbonyl- ( 1 -4 C ) alkyl , 
carbamoyl- ( 1-4C) alkyl, N- ( l-4C)alkylcarbamoyl- ( 1 -AC) alkyl, 
N,N-di-{l-AC)alkylcarbamoyl-( l-AC)alkyl, 

pyrrolidin-l-ylcarbonyl-( l-AC)alkyl, piperidinocarbonyl- ( l-AC)alkyl, 
morpholinocarbonyl- (l-AC)alkyl, piperazin-i-ylcarbonyl- ( l-AC)alkyl, 
A- (l-AC)alkylpipera2in-l -ylcarbonyl- ( 1 -AC) alkyl, 
N-phenylcarbamoyl- ( 1-AC) alkyl , 

N- [phenyl- ( 1-3C) alkyl] carbamoyl- ( 1-AC) alkyl , hydroxy- ( 1-AC) alkyl , 
{l-AC)alkoxy-{l-AC)alkyl and phenyl- ( l-AC)alkyi , 

and vherein any heterocyclic group in said substituent optionally bears 
I or 2 substituents selected from the group consisting of (l-AC)alkyl, 
( l-AC)alkoxy, carboxy, ( l-AC)alkoxycarbonyl , carbamoyl, 
N-(l-AC)alkylcarbamoyl and N,N-di- ( l-AC)alkylcarbamoyl , 
and wherein any phenyl or phenylene group in M"^ optionally bears 1 or 2 
substituents selected from the group consisting of halogeno, 
trifluoromethyl, (l-AC)alkyl and ( l-AC)alkoxy ; 

X is oxy, thio. sulphinyl, sulphonyl, carbonyl. carbonyioxy, 
carbonylamino , N- ( 1- AC) alkylcar bonylamino . sulphonylamino , methylene , 
( 1-AC) alky Imethylene or di- ( l-AC)alkylmethylene, or, when T"^ is CH and 
M*^ is a direct link to X, X may also be aminosulphonyl or oxycarbonyl; 
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and 

Q is phenyl, naphthyl, phenyl-( l-AC)alkyl, phenyl-(2-4C)aikenyl, 
phenyl-(2-4C)alkynyl, (5-7C)cycloalkyl or a heterocyclic moiety 
containing up to 4 heteroatoms selected from the group consisting of 
nitrogen, oxygen and sulphur, and Q optionally bears 1, 2 or 3 
substituents selected from the group consisting of hydroxy, amino, 
halogeno, cyano, trif luoromethyl, nitro, carboxy, carbamoyl, formyl, 
f ormimidoyl, f ormohydroximoyl , ( 1-AC ) alkoxycarbonyl , ( l-4C)alkyl, 
( l-4C)alkoxy, N- ( 1 -4C) alkylcarbamoyl , N, N-di- ( 1-4C) alkylcarbamoyl, 
( l-4C)alkylamino, di-( l-4C)alkylamino , (2-4C)alkanoylamino, 
(2-4C)alkanoyl , (2-4C)alkanoimidoyl, (2-4C)alkanohydroximoyl, phenyl, 
heteroaryl, phenoxy, phenylthio, phenylsulphinyl , phenylsulphonyl, 
heteroaryloxy , heteroarylthio, heteroarylsulphinyl , 
heteroarylsulphonyl, benzyl and benzoyl, 

and vherein said heteroaryl substituent or the heteroaryl group in a 
heteroaryl-cpntaining substituent comprises a 5- or 6-raembered 
monocyclic heteroaryl ring containing up tc 3 heteroatoms selected from 
the group consisting of nitrogen, oxygen and sulphur, 
and vherein said phenyl, heteroaryl, phenoxy, phenylthio, 
phenylsulphinyl , phenylsulphonyl, heteroaryloxy, heteroarylthio, 
heteroarylsulphinyl , heteroarylsulphonyl , benzyl or benzoyl substituent 
optionally bears 1, 2, 3 or 4 substituents selected from the group 
consisting of halogeno, trif luoromethyl , cyano, trifluoromethoxy , 
nitro, (l-4C)alkyl, ( 1 -4C)alkoxy, hydroxy, amino, carboxy, carbamoyl, 
( l-4C)alkoxycarbonyl , N- ( l-4C)alkylcarbamoyl , 

N,N-di-( l-4C)alkylcarbamoyl, ( l-4C)alkylamino, di-( l-4C)alkylamino , 
( 2-4C)alkanoylamino and tetrazolyl; 

or a pharmaceutically-acceptable salt thereof. 

The chemical formulae referred tc herein by Roman numerals 
are set out for convenience on a separate sheet hereinafter. In this 
specification the term "alkyl" includes both straight and branched 
chain alkyl groups but references to individual alkyl groups such as 
"propyl" are specific for the straight chain version only. An 
analogous convention applies to other generic terms. 
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It is to be understood that certain aininoheterocyclic 
derivatives of the present invention can exist in solvated as well as 
unsolvated forms such as, for example, hydrated forms. It is to be 
understood that the invention encompasses all such solvated forms vhich 
possess Factor Xa inhibitory activity. 

It is further to be understood that, insofar as certain of 
the compounds of the formula defined above may exist in optically 
active or racemic forms by virtue of one or more asymmetric carbon 
atoms, the invention encompasses any such optically active or racemic 
form which possesses Factor Xa inhibitory activity. The synthesis of 
optically active forms may be carried out by standard techniques of 
organic chemistry well known in the art, for example by synthesis from 
optically active starting materials or by resolution of a racemic form. 

According to a further aspect of the invention there is 
provided an aminoheterocyclic derivative of the formula la 
wherein is CH or N; 

is CH or N; 
m is 1 or 2; 

is hydrogen, amino, halogeno, cyano, (l-4C)alkyl or ( l-AC)alkoxy ; 
is a group of the formula 

2 113 
NR -L -T 

in which R^ and R*^ together form a ( l-AC)alkylene or methylenecarbonyl 
group, or R'^ is a (2-3C)alkylene group which is linked to a methylene 
group within forming a 5- or 6-membered ring involving and R^, 

is (l-AC)alkylene, (3-5C)cycloalkane-l, 2-diyl or 
( 1-3C) alkylene-carbonyl , and 

is CH or N, 

and wherein 1 or 2 methylene groups within and the rings formed when 
R^ and R"^ or R"^ and are linked optionally bears a substituent 
selected from the "group consisting of (l-4C)alkyl, hydroxy- ( l-AC)alkyl, 
(l-AC)alkoxy-( l-AC)alkyl and phenyl-( l-4C)alkyl, 

and wherein any phenyl group in optionally bears 1 or 2 substituents 
selected from the group consisting of halogeno, trif luoromethyl. 
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(l-AC)alkyl and ( l-4C)alkoxy ; 

A is a direct link to the carbonyl group, or A is ( l-4C)alkylene; 

2 

M is a group of the formula 

2 4 2 3 
(T R ) -L -T R- 

in vhich r is 0 or 1 , 

is CH or N, 
T"^ is CH or 

4 5 L 

R is hydrogen or (l-4C)alkyl, R is hydrogen or (l-4C)alkyl, or R and 

R^ together form a ( 1- 4C) alkylene , merhylenecarbonyl or 

carbonylmethylene group, or R** is a ( 2-3C)alkylene group vhich is 

2 

linked to a methylene group uithin L forming a 5- or 6-membered ring 

involving r'* and T^, or R^ is a (2-3C)alkylene group vhich is linked to 

2 

a methylene group vithin L forming a 5- or 6-membered ring involving 
and T"^ , 

is { l-4C)alkylene, (3-6C)cycloalkane- 1 , 2-diyl, 

2 

( l-3C)alkylene-carbonyl or phenylene, and, vhen r is 1 , L may also be 
carbonyl- ( l-3C)alkylene , 

'I 

and vherein i or 2 methylene groups vithin L" and the rings formed vhen 

4 5 4 5 2 

R and R , R and or R and L are linked optionally bears a 

substituent selected from the group consisting of carboxy, 
( l-4C)alkoxycarbonyl , carbamoyl , N- ( l-4C)alkylcarbamoyl , 
N,N-di- ( l-4C)alkylcarbamoyl , pyrrolidin- 1-y lea r bony 1, 
piperidinocarbonyl , morpholinocarbonyl , piperazin- 1-ylcarbonyl, 
4-( 1-4C) alkylpiperazin- 1-ylcarbonyl , N- phenyl carbamoyl, 
N-( l-4C)alkyl-N-phenylcarbainoyl, N- [phenyl- ( l-3C)alkyl] carbamoyl, 
n-( l-4C)alkyl-N-( phenyl- (l-3C)alkyl ] carbamoyl, 
N- [hydroxy- ( 2-3C) alkyl ) carbamoyl , N- ( 1-4C) alky 1-N- (hydroxy- 
(2-3C)alkyl j carbamoyl , N- [ ( l-4C)alkoxy- (2-3C) alkyl j carbamoyl, 
N- ( 1 -4C )alkyl-N- [ ( l-4C)alkoxy- ( 2-3C) alkyl ] carbamoyl , N- [ carboxy- 
( 1-3C) alkyl [carbamoyl, N-{ l-4C)alkyl-N- [carboxy- ( 1 -3C) alkyl ) carbamoyl, 
N- (carboxy- (* 1-3C) alkyl 1-N- (hydroxy- (2- 3C) alkyl] carbamoyl, 
N- [carboxy- (1 - 3C ) alkyl J -N- [ ( 1 -4C ) alkoxy- ( 2 - 3C ) alkyl ] carbamoyl , 
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N- [ ( l-4C)alkoxycarbonyl-( l-3C)alkyl J carbamoyl, 

N-(l-4C)alkyl-N-( (l-4C)alkoxycarbonyl-(l-3C)alkyl] carbamoyl, 

N-( (l-AC)alkoxycarbonyl-(l-3C)alkylj-N- [hydroxy- (2-3C)alkyl] carbamoyl, 

N- 1 ( l-4C)alkoxycarbonyl- ( l-3C)alkyl] -N- ( ( l-4C)alkoxy- 

(2-3C)alkyl) carbamoyl, (l-4C)alkyl, 

carboxy- ( l-4C)alkyl, ( l-4C)alkoxycarbonyl-( l-4C)alkyl, 
carbamoyl- ( l-4C)alkyl, N-( l-4C)alkylcarbamoyl-( l-4C)alkyl, 
N,N-di-( l-4C)alkylcarbaraoyl-( l-4C)alkyl, 

pyrrolidin-l-ylcarbonyl-{ l-4C)alkyl, piperidinocarbonyl-( l-4C)alkyl, 
morpholinocarbonyl- ( l-4G)alkyl, piperazin-l -ylcarbonyl- ( l-4C)alkyl, 
4-( l-4C)alkylpiperazin-l-ylcarbonyl- ( l-4C)alkyl , 
N-phenylcarbamoyl- ( l-4C)alkyl, 

N- (phenyl-( l-3C)alkyl]carbamoyl-(l-4C)alkyl, hydroxy- ( l-4C)alkyl , 
(l-4C)alkoxy-(l-4C)alkyl and phenyl- ( l-4C)alkyl , 

and vherein any heterocyclic group in said substituent optionally bears 

1 or 2 substituents selected from the group consisting of {l-4C)alkyl, 

( l-4C)alkoxy , carboxy, {l-4C)alkoxycarbonyl, carbamoyl, 

N-{l-4C)alkylcarbamoyl and N,N-di- ( l-4C)alkylcarbamoyl, 

2 

and vherein any phenyl or phenylene group in H optionally bears 1 or 2 
substituents selected from the group consisting of halogeno, 
trif luoromethyl, {l-4C}alkyl and ( l-4C)alkoxy ; 

3 3 
M is a direct link to X, or M is a group of the formula 

in which s is 0 or 1, 

is hydrogen or (l-4C)alkyl, or R and R together form a 

(l-4C)alkylene, methylenecarbonyl or carbonylmethylene group, or R is 

3 

a (2-3C)alkylene group which is linked to a methylene group within L 
forming a 5- or 6-membered ring involving NR^, 

is ( l-4C)alkylene, (3-6C)cycloalkane-l,2-diyl, 
carbonyl-( l-3C)alkylene or phenylene, and, when s is 1, L"^ may also be 
( l-3C)alkylene-carbonyl, 

and vherein 1 or 2 methylene groups within L*^ and the rings formed when 
R^ and R^ or R^ and L"^ are linked optionally bears a substituent 
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selected from the group consisting of carboxy, ( l-AC)alkoxycarbonyl, 
carbamoyl, N-( l-4C)alkylcarbanioyl, N,N-<li- ( l-AC)alkylcarbamoyl , 
pyrrolidin- 1-ylcarbonyl , piperidinocarbonyl , morpholinocarbonyl , 
piperazin- l-ylcarbonyl , 4- ( l-AC)alkylpipera2 in- 1-ylcarbonyl, 
N-phenylcarbamoyl, N- ( l-4C)allcyl-N-phenylcarbamoyl , 

N- [phenyl- ( l-3C)alkyl] carbamoyl, N- { 1 -AC) alkyl-N- [phenyl- { l-3C)allcyl] - 

carbamoyl, (l-4C)alkyl, carboxy- ( l-4C)alkyl , 

{ l-4C)alkoxycarbonyl-( l-4C)alkyl, carbamoyl- ( l-4C)alkyl, 

N- ( 1 -4C ) alkylcarbamoyl - ( 1 -4C ) alkyl , 

N,N-di-(l-4C)alkylcarbaraoyI-(l-4C)alkyl, 

pyrrolidin- 1-ylcarbonyl- ( l-4C)alkyl, piperidinocarbonyl- ( I-4C)alkyl, 
morpholinocarbonyl- ( l-4C)alkyl, piperazin- l-ylcarbonyl-( l-4C)alkyl, 
4-( 1 -4C) alky Ipiperazin- 1 -ylcarbony 1- ( 1-4C) alky 1, 
N-phenylcarbamoyl- ( 1 -4C) alkyl , 

N-[phenyl-{ i-3C)alkyllcarbamoyl-(l-4C)alkyl , hydroxy- ( 1-4C) alkyl, 
(l-4C)alkoxy-(l-4C)alkyl and phenyl-( l-4C)alkyl, 

and wherein any heterocyclic group in said substituent optionally bears 

1 or 2 substituents selected from the group consisting of (l-4C)alkyl, 

( l-4C)alkoxy, carboxy, ( l-4C)alkoxycarbonyl , carbamoyl, 

N-( l-4C)alkylcarbamoyl and N, N-di- ( I-4C)alkylcarbamoyl, 

and wherein any phenyl or phenylene group in M"^ optionally bears 1 or 2 

substituents selected from the group consisting of halogeno, 

crifluoromethyl, ( l-4C)alkyl and ( l-4C)alkcxy ; 

X is oxy, thio, sulphinyl, sulphonyl, carbonyl, carbonyloxy, 
carbonylaraino, N- ( l-4C)alkylcarbonylamino, sulphonylaraino, methylene, 
( i-4C)alkylmethylene or di- ( l-4C)alkylmethylene . or, when is CH and 
M"^ is a direct link to X, X may also be arainosulphonyl or oxycarbonyl; 
and 

0 is phenyl, naphthyl. phenyl- ( l-4C)alkyl, phenyl- (2-4C)alkenyl, 
phenyl- ( 2-4C)alkynyl , ( 5-7C)cycloalkyl or a heterocyclic moiety 
containing up to 4 heteroatoms selected from the group consisting of 
nitrogen, oxygen and sulphur, and Q optionally bears 1, 2 or 3 
substituents selected from the group consisting of hydroxy, amino, 
halogeno, cyano , tri f luoromethyl , nitro, carboxy, carbamoyl, forrayl, 
f ormimidoyl , f ormohydroximoyl , ( l-4C)alkoxy carbonyl , ( 1-4C) alkyl , 
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(l-AC)alkoxy, N- ( l-4C)alkylcarbainoyl , N,N-di-( l-4C)alkylcarbainoyl, 
( l-4C)alkylamino, di- ( l-AC)alkylamino , (2-4C)alkanoylainino, 
( 2 - AC ) alkanoyl , { 2 - AC ) alkanoiniidoy 1 , ( 2 - AC ) alkanohydroximoyl , phenyl , 
heteroaryl, phenoxy, phenyl thio, phenylsulphinyl, phenylsulphonyl, 
heteroaryloxy, hereroarylthio, heteroarylsulphinyl, 
heteroarylsulphonyl, benzyl and benzoyl, 

and wherein said heteroaryl substituent or the heteroaryl group in a 
heteroaryl-containing substiruent comprises a 5- or 6-niembered 
monocyclic heteroaryl ring containing up to 3 heteroatoms selected from 
the group consisting of nitrogen, oxygen and sulphur, 
and wherein said phenyl, heteroaryl, phenoxy, phenylthio, 
phenylsulphinyl, phenylsulphonyl,. heteroaryloxy, heteroarylthio, 
heteroarylsulphinyl, heteroarylsulphonyl, benzyl or benzoyl substituent 
optionally bears 1 or 2 substituents selected from the group consisting 
of halogeno, trif lupromethyl , {l-AC)alkyl. ( l-AC)alkoxy , hydroxy, 
amino, carboxy, carbamoyl, ( l-AC)alkoxycarbonyl, 

N-(l-AC)alkylcarbamoyl, N, N-di- ( 1-AC) alkylcarbamoyl , ( l-AC)alkylamino , 
di-( l-AC)alkylamino, (2-AC)alkanoylamino and tetrazplyl; 

or a pharmaceutically-acceptable salt thereof. 

Suitable values for the generic terms referred to above 
include those set out belov- 

When m is 2, each R"^ is independently selected from hydrogen, 

amino, halogeno, cyano, (l-AC)alkyl and ( l-AC)alkoxy . 

A suitable value for when it is a halogeno group, for a 
12 3 

halogeno substituent in h , H or M or for a halogeno substituent in Q 
is, for example, fluoro, chloro, bromo or iodo. 

A suitable value for R^ when it is a (l-AC)alkyl group, for a 

12 3 

(l-AC)alkyl substituent in H , M or M or for a (l-AC)alkyl 

substituent in 0 is, for example, methyl, ethyl, propyl, isopropyl, 

butyl, isobutyl, sec -butyl or tert-butyl. 

A suitable value for R^ when it is a (l-AC)alkoxy group, for 

12 3 

a (l-AC)alkoxy substituent in M , H or M or for a (l-AC)alkoxy 
substituent in 0 is, for example, methoxy, ethoxy, propoxy, isopropoxy 
or butoxy. 
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A suitable value for R , R or R when it is (i-4C)alkyl is, 
for example, methyl, ethyl, propyl, isopropyl, butyl or sec -butyl. 

A suitable value for a ( 1-4C) alkylene group formed by and 
R"^ together, by R^ and R^ together or by and R^ together is, for 
example, methylene, ethylene, trimethylene or tetramethylene. 

A suitable value for a (2-3C)alkylene group by vhich R^ may 
be linked to a methylene group vithin L , R may be linked to a 
methylene group vithin L", R may be linked to a methylene group within 
L or R^ may be linked to a methylene group vithin L"^ is, for example, 
ethylene or trimethylene. 

12 2 

A suitable value for L , L or L vhen it is ( l-AC)alkylene 

is, for example, methylene, ethylene, trimethylene or tetramethylene ; 

vhen it is ( 3-6C)cycloalkane- 1 , 2-diyl is, for example, 

cyclopropane- 1 , 2-diyl , cyclobutane- 1 , 2-diyl , cyclopentane- 1 , 2-diyl or 

cyclohexane-1 , 2-diyl; vhen it is ( l-3C)alkylene-carbonyl is, for 

example methylenecarbonyl , cthylenecarbonyl or trimethylenecarbonyl ; 

and vhen it is phenylene is, for example, 1,3- or 1 , 4-phenylene . 

2 3 

A suitable value for L and L vhen it is 
carbonyl- ( l-3C)alkylene is, for example, carbonylmethylene , 
carbonylethylene or carbonyltrimethylene . 

Suitable values for the substituents vhich may be present 

12 3 
vithin M , M or M include, for example 



for ( 1- AC) alkoxycarbonyl : 

for N-( l-4C)alkylcarbamoyl: 

for N,N-di-((l-4C)alkyll- 
carbamoyl : 

for 4-( l-AC)alkylprpera2in-i- 
ylcarbonyl : 



methoxycarbonyl , ethoxycarbonyl , 
propoxycarbonyl and 
tert- butoxycarbonyl ; 
N-methylcarbamoyl , N-ethylcarbamoyl 
and N-propylcarbamoyl ; 

N, N-dimethylcarbaraoyl , 
N-ethyl-N-methylcarbamoyl and 
N,N-diethylcarbamoyl ; 

A-methylpiperazin- 1-ylcarbonyl and 
4-ethylpiperazin- l-ylcarbonyl; 
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for N-( l-4C)alkyl- 
N-phenylcarbamoyl : 

for N- [phenyl- (l-3C)alkyl )- 
carbamoyl: 

for N-(l-4C)alkyi-N- 
( phenyl- { l-3C)alkyl] carbamoyl: 

for N-[hydroxy-(2-3C)alkyl]- 
carbamoyl: 

for N-( l-4C)alkyl-N- (hydroxy- 
(2-3C)alkyl ] carbamoyl: 

for N-[ (l-4C)alkoxy-(2-3C)alkyl)- 
ca^baraoyl: 

for N-(l-4C)alkyl-N-((l-AC)- 
alkoxy- ( 2-3C) alkyl ) carbamoyl : 

for N-{carboxy-( l-3C)alkyl)- 
carbaraoyl: 

for N-(I-4C)alkyl-N-(carboxy- 
( 1-3C) alkyl) carbamoyl: 



for N-[carboxy-(l-3C)alkyl)- 
N- [ hydroxy- ( 2- 3C ) alkyl | carbamoyl : 



N-methyl-N-phenylcarbamoyl and 
N-ethyl-N-phenylcarbamoyl; 

N-benzylcarbamoyl and 
N-phenethylcarbaraoyl; 

N-benzyl-N-methylcarbamoyl and 
N-methyl-N-phenethylcarbamoyl ; 

N-(2-hydroxyethyl) carbamoyl and 
N- ( 3 -hydroxypropyl ) carbamoyl ; 

N- ( 2 -hydroxyethyl ) -N-methylcar bamoyl 
and (2-hydroxyethyl)-^^-ethyl- 
carbamoyl; 

N- (2-methoxyethyl) carbamoyl and 
N- { 2 -ethoxyethyl ) carbamoyl ; 

N- (2-methoxyethyl ) -N-methylcarbaraoyl 
and N-(2-ethoxyethyl) -N-ethyl- 
carbamoyl; 

N- ( carboxymethyl ) carbamoyl , 

N- ( l-carboxyethyl)carbainoyl and 

N- (2-carboxyethyl)carbaraoyl; 

N- ( car boxymethyl ) -N-me thylcarbamoyl , 
N- ( 1 -carboxyethy 1 ) -N-methylcar bamoyl 
and N- (2-carboxyethyl)-N-methyl- 
carbamoyi ; 

N- ( carboxymethy 1 ) -N- ( 2 -hydroxyethyl ) - 
carbamoyl ; 
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for N-(carboxy-( l-3C)al]cyl]- 
N-( ( i-AC)alkoxy-(2-3C)alkyll 
carbamoyl: 

for N- [ ( l-AC)alkoxycarbonyl- 
{ l-3C)alkyl I carbamoyl: 



for N-( l-4C)alkyl- 

N- [ ( l-AC)alkoxycarbonyl- 

( l-3C)alkyl | carbamoyl : 

for N- ( ( l-4C)alkoxycarbonyl- 
( l-3C)alkyl | -N- [hydroxy- 
(2-3C)alkyl )<carbamoyl: 

for N- ( ( l-AC)alkoxycarbonyl- 
(l-3C)alkyl]-N-( ( L-AC)alkoxy 
{ 2- 3C)alkyl] carbamoyl: 

for (l-AC)alkyl: 

for car boxy- ( 1 -AC) alky 1: 

for ( l-AC)alkoxycarbonyl- 
(l-AC)alkyl: 



lA - 



N- ( carboxyniethyl ) -N- ( 2 -me thoxyethyl ) - 
carbamoyl; 

N- ( me thoxycarbonylmethyl ) carbamoyl , 
N- ( e thoxycarbonylmethyl ) carbamoyl , 
N- ( 1 -raethoxycar bonylethyl ) carbamoyl 
and 

N- ( 2-methoxycarbonylethyl)carbamoyl; 

N- (methoxycarbonylmethyl) - 
N-methylcarbamoyl ; 

N- ( 2-hydroxyethyl ) -N- 

( methoxycarbonylmethyl ) carbamoyl ; 

N- (methoxycarbonylmethyl) -N- 

{ 2-methoxyethyl ) carbamoyl ; 

methyl, ethyl, propyl, isopropyl and 

butyl ; 

carboxymethyl , 1-carboxyethyl > 
2-carboxyethyl and 3-carboxypropyl; 

methoxycarbonylmethyl , 
ethoxycarbonylmethyl , tert -butoxy- 
carbonylmethyl, 1-methoxycar bonyl- 
ethyl , 1-ethoxycarbonylethyl , 
2-methoxycarbonylethyl, 

2- ethoxycarbonylethyl, 

3- methoxycarbonylpropyl and 
3-ethoxycarbonylpropyl ; 
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for carbamoyl-{ l-4C)alkyl: 



for N-( l-4C)alkylcarbamoyl- 
(l-4C)alkyl: 



for N,N-di-((l-AC)alkylj 
carbamoyl- ( l-4C)alkyl: 



for pyrrolidin-l-yl- 
carbonyl-( l-4C)alkyl: 



for piperidinocarbonyl- 
( l-4C)alkyl: 



for morpholinocarbonyl- 
(l-4C)alkyl: 



carbamoylmethyl, l-carbamoylethyl , 

2- carbamoylethyl and 

3- carbamoylpropyl ; 

N-methyl carbamoylmethyl , 
N-ethylcarbamoylraethyl , 
N-propylcarbamoylmethyl , 
I-(N-methylcarbamoyl)ethyl , 

1- (N-ethylcarbamoyl ) ethyl , 

2- ( N-me thylcarbamoyl ) ethyl , 

2- (N-ethyicarbamoyl)ethyl and 

3- (N-merhyl carbamoyl ) propyl ; 

N,N-dimethylcarbamoylmethyl, 

N-ethyl-N-methylcarbamoylmethyl, 

N, N-diethylcarbamoylmethyl , 

1- (N,N-dimethylcarbaraoyl)ethyl, 

1- (li>N-diethylcarbamoyl)ethyl, 

2- (N,N-dime thylcarbamoyl) ethyl, 

2- (Nj N-diethylcarbaraoyl)ethyl and 

3- (N,N-dimechylcarbamoyl) propyl; 

pyrrol idin- 1 -ylcar bonylmethyl , 

1- (pyrrolidin-l-ylcarbonyl)ethyl and 

2- (pyrrolidin-l-ylcarbonyl)ethyl; 

piperidinocarbonylmethyl , 

1- (piperidinocarbonyl)ethyl and 

2- { pi peridinocarbonyl ) ethyl ; 

morpholinocarbomylmethyl , 

1- (morpholinocarbonyl)ethyl and 

2- (morpholinocarbonyl)ethyl ; 
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for piperazin- 1-yl- 
carbonyl-( l-4C)alkyl: 



for A- ( l-AC)alkylpipera2in- 
1-ylcarbonyl- ( l-4C)alkyl: 



for N-phenylcarbamoyl- 
{l-4C)alkyl: 

for N- (phenyl-( l-3C)alkyl)- 
carbamoyl-( l-4C)alkyl: 



for hydroxy-( J -AC)alkyl: 

for ( l-4C)aikoxy-( l-4C)alkyl: 



for phenyl- ( 1 -AC) alkyl: 



piperazin- 1 -ylcarbonylmethyl, 

1- (piperazin- l-ylcarbonyl) ethyl and 

2- (piperazin- l-ylcarbonyl) ethyl ; 

4-methylpiperazin-l-ylcarbonylraethyl, 
A-ethylpiperazin- l-ylcarbonylinethyl, 
2 - ( 4-methylpiperazin- 1 -ylcarbonyl ) - 
ethyl and 2- ( A-ethylpiperazin- 1- 
ylcarbony 1 ) ethyl ; 

N-phenylcarbamoylmethyl and 2- 
( N- phenyl carbamoyl ) ethyl ; 

N-benzylcarbamoylrnethyl, 
N-phenethylcarbamoylmethyl and 
2- (N-benzylcarbamoyl ) ethyl ; 
hydroxymethyl, 1 -hydroxyethyl, 
2-hydroxyethyl and 3-hydroxypropyl ; 
methoxymethyl , ethoxymethyl, 

1- methox>TTiethyl , 2-methoxyethyl, 

2- ethoxyethyl and 3-niethoxypropyl ; 
and 

benzyl, phenethyl and 3-phenylpropyl . 



Suitable values for substituents which may be present on a 

heterocyclic group uithin a substituent which may be present within M 

3 

or M include, for example:- 

for (l-4C)alkyl: methyl, ethyl, propyl and isopropyl; 

for ( l-4C)alkoxy : methoxy, ethoxy and propoxy; 

for ( 1 - 4C ) alkoxycarbonyl : methoxycarbonyl , ethoxycarbonyl , 

propoxycarbonyl and 
tert -butcxycarbonyl ; 

for N- ( l-4C)alkyicarbamoyl: N-methylc arbamoyl and 

N-ethylcarbamoyl ; and 
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for N,N-di-( l-AC)alkyl- 
carbamoyl: 



N,N-dimethylcarbamoyl , 
N-ethyl-N-methyicarbamoyl and 
N, N-diethylcarbamoyl . 



A suitable value for A when it is ( l-4C)alkylene is, for 
example, methylene, ethylene, trimethylene and tetramerhylene. 

It is to be understood that when is a group of the formula 



2 113 
NR^-L -T^R-^ 



the order of the presentation of this group is significant as to the 

2 

orientation of attachment of the group. Thus it is the NR group vhich 

1 2 

is attached to the heterocyclic group, for example, when G and G are 
each CH, the pyridyl group vhich bears the substituent R^. It is also 

to be understood that vithin the NR" group it is the N atom vhich is 

1 2 
attached to L - Likewise the R group is attached to the N atom and 

not to the L"^ group. Similarly in the T^R*^ group it is the group 

vhich is attached to the group A of formula I (or the CO group vithin 

formula I vhen A is a direct link) and the R*^ group is attached to the 

group and not to the group A of formula I- A similar convention 

2 3 

applies to the attachment of the groups M and H and to the attachment 
of the T , T and NR groups vithin H or M . 

7 3 

It is further to be understood that vhen R" and R together 
form a methylenecarbonyl group, it is the methylene group thereof vhich 
is attached to the nitrogen atom vhich bears R^ and the carbonyl group 
thereof vhich is attached to the group vhich bears R"^. 

It is further to be understood that vhen is a 
(2-3C)alkylene group such as ethylene and trimethylene vhich is linked 
to a merhylene group vhich forming a 5- or 6-membered ring involving 

and R"^, a suitable ring so formed vhen is N is, for example, 
pyrrolidine-1 , 3-diyl. piperidine-1 , 3-diyl and piperidine-i , 4-diyl and a 
suitable ring so formed vhen is CH is, for example, 
cyclopentane-1 , 3-diyl, cyclohexane- 1 , 3-diyl and cyclohexane-1 , 4-diyl. 
Such ring systems are also suitable vhen, for example, R is linked to 
a methylene group vithin or R^ is linked to a methylene group vithin 



wo 96/10022 



PCT/GB95/02285 



- 18 - 

2 

L . Ring systems such as pyrrolidine- 1 , 3-diyl , piperidine- i , 3-diyl and 
piperidine- 1 , 4-diyl are also suitable vhen R is linked to a methylene 
within L"^. 

For the avoidance of doubt it is stated that a suitable 

2 

heterocyclic group in a substituent vhich may be present within H and 
M"^ includes, for example, pyrrolidin- 1-yl , piperidino, morpholino, 
piperazin-l-yl and 4- ( l-4C)alkylpiperazin-l-yl whether directly 
attached or attached by way of a linking group as in, for example, 
pyrrolidin- I-ylcarbonyl- ( l-4C)alkyl such as 
2- ( pyrrolidin- 1-y lea r bony 1 ) ethyl . 

A suitable value for X when it is a 
N- ( 1 -4C) alkylcarbonylamino group is, for example, N-methylcarbonylamino 
or N-ethylcarbonylamino ; when it is ( 1 -4C)£ilkylmethylene is, for 
example, ethane- 1 , 1-diyl or propane- 1 , 1-diyl ; and when it is 
di- ( L-4C)alkylmethylene is, for example, propane-2 , 2-diyl . It is also 
to be understood that when X is a carbonyloxy, carbonylamino or 
N-( l-4C)alkylcarbonylamino group, it is the carbonyl group therein 
which is attached to M^. Likewise when X is a sulphonylamino group it 
is the sulphonyl group therein which is attached to whereas, when X 
is an aminosulphonyl group, the sulphonyl ^roup therein is attached to 
Q. 

A suitable value for Q when it is naphthyl is, for example, 

1- naphthyl or 2-naphthyl; when it is phenyl- ( l-4C}alkyl is, for 
example, benzyl, phenethyl and 3-phenylpropyl , when it is 
phenyl- {2-4C)alkenyl is, for example, styr>'l, cinnamyl or 
3-phenylprop-2-enyl ; when it is phenyl- ( 2-4C)alkynyl is, for example, 

2- phenylethynyl, 3-phenylprop-2-ynyl and 3-phenylprop- 1-ynyl ; and when 
it is (5-7C)cycloalkyl is, for example, cyclopentyl, cyclohexyl and 
cycloheptyl . 

A suitable value for Q when it is a heterocyclic moiety 
containing up to 4 heteroatoras selected from the group consisting of 
nitrogen, oxygen a-nd sulphur is, for example, a 5- or 6-membered 
heterocyclic moiety which is a single ring or is fused to one or two 
benzo rings such as furyl. benzof uranyl , tetrahydrof uryl , chromanyl, 
thienyl, benzothienyl , pyridyl, piperidinyJ , quinolyl, 
1,2,3, 4-tetrahydroquinolinyl , isoquinolyl , 
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l,2,3.A-terrahydroisoquinolinyl, pyrazinyl, piperazinyl, pyrimidinyl, 
pyridazinyl, quinoxalinyl, quinazolinyl , cinnolinyl, pyrrolyl, 
pyrrolidinyl, indolyl, indolinyl, imidazolyl, benzimidazolyl, 
pyrazolyl, indazolyl, oxazolyl, benzoxazolyl , isoxazolyl, thiazolyl, 
benzothiazolyl, isothiazolyl , morpholinyl , 4H-1 , 4-benzoxazinyl, 
4H.l,4-benzothiazinyl, 1 ,2,3-triazolyl, 1,2, 4-triazolyl, oxadiazolyl, 
furazanyl, thiadiazolyl, tetrazolyl, dibenzofuranyl and dibenzothienyl, 
which may be attached through any available position including, for an 
appropriate X group such as, for example, carbonyl and methylene, 
through any available nitrogen atom and which may bear up to three 
substituents including a substituent on any available nitrogen atom. 

Suitable values for the substituents vhich may be present 
within Q include, for example :- 



for ( l-4C)alkoxycarbonyl: 

for (l-4C)alkyl: 
for ( l-4C)alkoxy: 

for N-( l-4C)alkylcarbamoyl: 

for N,N-di-( l-4C)alkyl- 
carbamoyl: 

for ( l-4C)alkylamino: 

for di-( l-4C)alkylamino: 

for (2-4C)alkanoylamino: 

for {2-4C)alkanoyl: 

for (2-4C)alkanoimidoyl: 

for (2-4C)alkanohydroximoyl: 



raethoxycarbonyl, ethoxycarbonyl and 
tert-butoxycarbonyl ; 
methyl, ethyl, propyl and isopropyl; 
methoxy, ethoxy, propoxy and 
isopropoxy ; 

N-methylcarbamoyl and 
N-ethylcarbamoyl ; 

N,N-diraethylcarbamoyl and 
N,N-diethylcarbamoyl ; 
methylaniino, ethylaraino and 
propylaniino ; 

dimethylamino , N-ethyl-N-methylamino 
and diethylamino; 
acetamido, propionamido and 
butyramido; 

acetyl, propionyl and butyryl; 
acetiraidoyl and propionoimidoyl; and 
acetohydroximoyl and 
propionohydroximoyl . 



A suitable value for the heteroaryl substituent or the 
heteroaryl group in a heteroaryl-containing substituent which comprises 
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a 5- or 6-membered monocyclic heteroaryl ring containing up to 3 
heteroacoms selected from the group consisting of oxygen, nitrogen and 
sulphur is, for example, furyl, thienyl, pyridyl, pyrazinyl, 
pyriraidinyl, pyridazinyl, pyrrolyl, pyrazolyl, oxazolyl, isoxazolyl, 
thiazolyl, isothiazolyl , 1 , 2 , 3-triazolyl, 1 , 2, 4-triazolyl, oxadiazolyl, 
furazanyl and thiadiazolyl which may be attached through any available 
position including through any available nitrogen atom. 

A suitable pharmaceutically-acceptable salt of an 
aminoheterocyclic derivative of the invention is, for example, an 
acid-addition salt of an aminoheterocyclic derivative of the invention 
vhich is sufficiently basic, for example, an acid-addition salt vitii, 
for example, an inorganic or organic acid, for example hydrochloric, 
hydrobromic, sulphuric, phosphoric, trif luoroacetic , citric or maleic 
acid. In addition a suitable pharmaceutically-acceptable salt of an 
aminoheterocyclic derivative of the invention which is sufficiently 
acidic is an alkali metal salt, for example a sodium or potassium salt, 
an alkaline earth metal salt, for example a calcium or magnesium salt, 
an ammonium salt or a salt with an organic base which affords a 
physiologically-acceptable cation, for example a salt with methylamine, 
dimethylamine, trimethylaraine, piperidine, morpholine or 
tr is - ( 2 - hydroxy ethyl } amine . 

Particular compounds of the invention include, for example, 
aminoheterocyclic derivatives of the formula I or of the formula la, or 
pharmaceutically-acceptable salts thereof, wherein, unless otherwise 
stated, each of , G^, m, r\ A, M", M"^, X and Q has any of 

the meanings defined hereinbefore or in this section concerning 
particular compounds of the invention: - 

(a) each of G^.G^ and G"^ is CH; 

17 3 1 

(b) each of G and G is CH and G is N. or G is N and each of 

G^ and is CH; 

(c) m is 1 and is hydrogen; 

(d) is a group of the formula 

'> 1 1 3 

in which R^ and R^ together form a ( 1 -AC) alkylene group, 



wo 96a0022 



- 21 - 



PCT/GB95/02285 



is ( l-4C)alkylene, and 
is CH or N, 

and vherein 1 or 2 methylene groups within and the ring formed vhen 
r2 and are linked optionally bears a (l-4C)alkyl substituent; 

(e) A is a direct link to the carbonyl group; 

(f) A is ( l-AC)alkylene; 

(g) is a group of rhe formula 



in vhich r is 1, is CH or N, is CH or N, ^ 

is hydrogen or (l-4C)alkyl, is hydrogen or (l-4C)alkyl, or R and 
R^ together form a ( l-AC)alkylene group, or R^ is a (2-3C)alkylene 

group which is linked to a methylene group within L forming a 5- or 

A 2 

6-membered ring involving R and T , and 
is (l-4C)alkylene, 

and wherein 1 or 2 methylene groups within L" and the rings formed when 
R^ and R^ or R^ and are linked optionally bears a substituent 
selected from the group consisting of carboxy, ( l-AC)alkoxycarbonyl, 
carbamoyl, N-( l-AC)alkylcarbamoyl, N.N-di- ( l-AC)alkylcarbamoyl, 
pyrrolidin-l-ylcarbonyl, piperidinocarbonyi. morpholinocarbonyl, 
piperazin-l-ylcarbonyl, 4-( l-AC)alkylpiperazin-l-ylcarbonyl, 
N-phenylcarbamoyl, {l-AC)alkyl and phenyl-< l-AC)alkyl, 

and wherein any heterocyclic group in said substituent optionally bears 
1 or 2 (l-AC)alkyl substituents , 

and wherein any phenyl group in optionally bears 1 or 2 substituents 
selected from the group consisting of halogeno. (l-4C)alkyl and 
(l-4C)alkoxy; 

(h) H*^ is a direct link to X; 

(i) H"^ is a group of the formula 

L^-(NR^)^ 

in which s is 1, R^ is hydrogen or (l-AC)aikyl, 
L-^ is (l-4C)alkylene or carbonyl-( l-3C)alkylene. 

and wherein 1 or 2 methylene groups within optionally bears a 
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substicuent selected from the group consisting of (l-4C)alkyl, 
hydroxy- ( l-4C)alkyl and phenyl- ( l-4C)allcyl , 

and wherein any phenyl group in H*^ optionally bears 1 or 2 substituents 
selected from the group consisting of halogeno. (l-4C)alkyl and 
(l-4C)alkoxy; 



(j) X is thio, sulphinyl or sulphonyl; 

(k) X is sulphonyl; 

(1) X is carbonyl, carbonyloxy, carbonylaraino or 

N-( l-4C)alkylcarbonylamino; 

3 3 

(m) X is sulphonylamino or, when T is CH and M is a direct link 

to X, X may also be aminosulphonyl ; 

(n) X is methylene, ( l-AC) alkylraethylene or 

di- ( l-AC)alkylmethylene; 

(o) Q is phenyl, naphthyl or phenyl- ( l-4C)alkyl vhich optionally 



bears 1, 2 or 3 substituents selected from the group consisting of 
hydroxy, halogeno, cyano, trif luoromethyl , (l-4C)alkyl, { l-4C)alkoxy , 
phenyl, phenoxy, phenylthio, phenylsulphinyl , phenylsulphonyl , benzyl 
and benzoyl, and wherein the phenyl substituent or the phenyl group in 
a phenyl-containing substituent optionally bears i or 2 substituents 
selected from the group consisting of halogeno, (l-4C)alkyl and 
(l-4C)alkoxy; 

(p) Q is phenyl which bears a phenyl substituent and optionally 

bears 1 or 2 substituents selected from the group consisting of 

hydroxy, halogeno, cyano, trif luoromethyl , (]-4C)alkyl and 

( l-4C)alkoxy , and wherein the phenyl substituent optionally bears up to 

4 substituents selected from the group consisting of halogeno, 

trif luoromethyl, cyano, trif luoromethoxy , (l-4C)alkyl and ( 1-4C) alkoxy; 

(q) Q is phenyl-t l-4C)alkyl, phenyl- (2-4C)alkenyl or 

phenyl- {2-4C)alkynyl which optionally bears 1, 2 or 3 substituents 

selected from the group consisting of halogeno, cyano, trif luoromethyl, 

(l-AC)alkyl and ( 1 -4C)alkoxy ; 

(r) Q is phenyl- I 2-4C)alkenyl which optionally bears 1, 2 or 3 

substituents selected from the group consisting of halogeno, cyano, 
trif luoromethyl, (l-4C)alkyl and ( l-4C)alkoxy ; 

(s) Q is phenyl or phenyl- ( l-4C)alkyl which bears 1 substituent 

selected from the group consisting of heteroaryl, heteroaryloxy , 
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heteroarylthio, heteroarylsulphinyl and heteroarylsulphonyl, wherein 
the heteroaryl substituent or the heteroaryl group in a 
heteroaryl-containing substituent comprises a 5- or 6-membered 
monocyclic heteroaryl ring containing up to 3 heteroatoms selected from 
the group consisting of nitrogen, oxygen and sulphur, and wherein said 
heteroaryl or heteroaryl-containing substituent optionally bears 1 or 2 
substituents selected from the group consisting of halogeno, 
(l"AC)alkyl and ( l-AC)alkoxy ; 

(t) Q is phenyl which bears 1 substituent selected from the 

group consisting of heteroaryl, heteroaryloxy , heteroarylthio and 
heteroarylsulphonyl, wherein the heteroaryl substituent or the 
heteroaryl group in a heteroaryl-containing substituent is selected 
from the group consisting of thienyl, pyridyl, pyrimidinyl, pyrazolyl, 
oxazolyl, thiazolyl, 1 ,2,3-triazolyl and l,2,4.triazolyl, and wherein 
said heteroaryl or heteroaryl-containing substituent optionally bears 1 
or 2 substituents selected from the group consisting of halogeno and 
( l-AC)alkyl; 

(u) Q is naphthyl which optionally bears 1 or 2 substituents 

selected from the group consisting of hydroxy, halogeno, cyano, 
trifluoromethyl, (l-4C)alkyl and ( l-4C)alkoxy ; 

(v) Q is a heterocyclic moiety containing up to 2 heteroatoms 

selected from the group consisting of benzofuranyl, quinolyl, 
tetrahydroquinolyl , i soquinolyl , quinoxalinyl , quinazolinyl , 
cinnolinyl, indolyl, benzimidazolyl , indazolyl, benzoxazolyl and 
benzothiazolyl, and Q optionally bears 1 or 2 substituents selected 
from the group consisting of halogeno, cyano, trif luromethyl, 
(l-4C)alkyl and ( 1-4C) alkoxy ; 

(V) Q is a heterocyclic moiety containing up to 2 heteroatoms 

selected from the group consisting of benzofuranyl, quinolyl, 
tetrahydroquinolyl , isoquinolyl , quinoxalinyl , quinazolinyl , 
cinnolinyl, indolyl, benzimidazolyl, indazolyl. benzoxazolyl, 
benzothiazolyl, dibenzof uranyl and dibenzochienyl , and Q optionally 
bears 1 or 2 substituents selected from the group consisting of 
halogeno, cyano, trifluoromethyl, (l-4C)alkyl and ( l-4C)alkoxy ; 
(X) Q is a heterocyclic moiety containing up to 4 heteroatoms 

selected from the group consisting of furyl. thienyl, pyridyl, 



wo 96/10022 



PCT/GB95/02285 



- 24 - 



pyriraidinyl » pyrrolyl, pyrroiidinyl , imidazolyl, pyrazolyl, oxazolyl, 
isoxazolyl , thiazolyl , isothiazolyl , 1,2,3- tiriazolyl , 1,2, 4-triazolyl , 
oxadiazolyl, thiadiazolyl and tecrazolyi, and Q optionally bears 1 or 2 
substituents selected from the group consisting of halogeno, cyano, 
car boxy , carbamoyl, ( l-4C)alkoxycarbonyl, ( l-4C)alkyl, ( l-AC)alkoxy, 
N-( l-4C)alkylcarbainoyl and N,N-di-( l-4C)alkylcarbamoyl; 
(y) Q is a heterocyclic moiety containing up to 2 heteroatoms 

selected from the group consisting of thienyi, pyridyl, pyrimidinyl, 
imidazolyl, pyrazolyl, oxazolyl and thiazolyl, and Q optionally bears 1 
or 2 substituents selected from the group consisting of halogeno, 
(l-4C)alkyl, (l-4C)alkoxy, phenyl, heteroaryl, phenoxy, phenylthio, 
phenylsulphinyl, phenyisulphonyl, heteroaryloxy , heteroarylthio, 
heteroarylsulphinyl, heteroarylsulphonyl , benzyl and benzoyl, wherein 
the heteroaryl substituent or the heteroaryl group in a 

heteroaryl-containing substituent is selected from the group consisting 
of thienyi, pyridyl, pyrimidinyl, pyrazolyl, oxazolyl and thiazolyl, 
and vherein said phenyl, phenyl-containing, heteroaryl or 
heteroaryl-containing substituent optionally bears 1 or 2 substituents 
selected from the group consisting of halogeno, (l-4C)alkyl and 
( 1-AC) alkoxy ; or 

(z) Q is a heterocyclic moiety containing up to 2 heteroatoms 

selected from the group consisting of thienyi, pyridyl, oxazolyl and 

thiazolyl, and Q bears a substituent selected from the group consisting 

of phenyl, thienyi, pyridyl, pyrimidinyl, oxazolyl and thiazolyl, vhich 

substituent optionally bears 1 or 2 substituents selected from the 

group consisting of halogeno, (l-4C)alkyl and ( l-4C)alkoxy , and Q 

optionally bears a further substituent selected from the group 

consisting of halogeno and (l-4C)alkyl; 

or a pharmaceutically-acceptable salt thereof. 

A preferred compound of the invention is an aminoheterocyclic 

derivative of the formula I 

1 -) 3 i 3 

wherein each of G , and G is CH, or each or G and G** is CH and G 

1 • 2 3 

is N, or G is N and each of G and G is CH; 

m is 1 or 2 and each is independently selected from hydrogen, amino, 
fluoro, chloro, bromo, cyano, methyl, ethyl and methoxy; 
is a group of the formula 
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2 113 

in which and R together form an ethylene group, 

is methylene or ethylene, and is CH or N, 
and wherein 1 or 2 methylene groups within and the ring formed when 

and R"^ are linked optionally bears a substituenc selected from the 
group consisting of methyl and ethyl; 

A is a direct link to the carbonyl group or A is methylene; 
M is a group of the formula 

{T^R^)^-L^-T^R^ 
in which r is 0 or 1, is CH or N, T*^ is N, 

R is hydrogen, methyl or ethyl, R is hydrogen, methyl or ethyl, or R 

and R^ together form a methylene, ethylene, trimethylene or 

methylenecarbonyl group, or R^ is an ethylene group which is linked to 

2 

a methylene group within L forming a 5- or 6-membered ring involving 

A 2 
R and T , and 

is methylene, ethylene, trimethylene, methylenecarbonyl or 
phenylene , 

and wherein 1 or' 2 methylene groups within L and the ring formed when 
R^ and R^ are linked optionally bears a substituent selected from the 
group consisting of oxo, carboxy, methoxycarbonyl, ethoxycarbonyl, 
carbamoyl, N-methylcarbaraoyl, N,N-dimethylcarbamoyl , 
pyrrolidin- 1-ylcarbonyl, piper idinocarbonyl , morpholinocarbonyl , 
piperazin- 1 -ylcarbonyl , A-methylpiperazin- 1 -ylcarbonyl , methyl , ethyl , 
carboxymethyl , methoxycarbonylmethyl , ethoxycarbonylmethyl , 
hydroxymethyl, methoxymethyl and benzyl, 

and wherein the pyrrolidin- 1-ylcarbonyl , piperidinocarbonyl, 
morpholinocarbonyl, piperazin- 1-ylcarbonyl or 

A-methylpiperazin- 1-ylcarbonyl substituent optionally bears a methyl or 
ethyl substituent; 

M"^ is a direct link to X, or H"^ is a group of the formula 



L^-(NR^)^ 
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in which s is 1 , is hydrogen and L"^ is carbonylmethylene or 
carbonylethylene ; 

X is thio. sulphinyl, sulphonyl, carbonyl, carbonyloxy or methylene; 
and Q is phenyl, naphthyl, benzyl, phenethyl, styryl, 2-phenylethynyl, 
dibenzof uranyl , biphenylyl, pyridylphenyl or pyridylthienyl, and Q 
optionally bears 1, 2 or 3 substituents selected from the group 
consisting of hydroxy, amino, fluoro, chloro, brorao^ iodo, cyano, 
trif luoromethyl , nitro, carboxy, carbamoyl, methoxycarbonyl, 
ethoxycarbonyl , methyl, ethyl, methoxy and ethoxy; 
or a pharmaceutically-acceptable salt thereof, 

A further preferred compound of the invention is an 

aminoheterocyclic derivative of the formula I 

1 ? 3 12 3 

wherein each of G , G*" and G is CH, or each of G and G is CH and G 

1 2 3 

is N, or G is N and each of G and G is CH; 

m is 1 or 2 and each is independently selected from hydrogen, amino, 
chloro, methyl and ethyl; 

is a group of the formula 

2 113 

2 3 

in which R and R together form an ethylene group, 
is ethylene, and 
is CH or N; 

A is a direct link to the carbonyl group or A is methylene; 

2 

H is a group of the formula 

(T^R^)^-L^-T-^R^ 

2 3 
in which r is 0 or 1, T is N, T is N, 

4 5 4 5 

R is hydrogen, R is hydrogen, or R and R together form an ethylene 

4 

group, or R is an ethylene group which is linked to a methylene group 

2 4 2 

within L forming a 5- or 6-membered ring involving R and T , and 

2 

is methylene, ethylene or phenylene, 
and wherein 1 or 2 methylene groups within and the ring formed when 
R^ and R^ are linked optionally bears a substituent selected from the 
group consisting of carboxy, methoxycarbonyl, ethoxycarbonyl. 
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pyrrolidin- 1-ylcarbonyl , piperidinocarbonyl , morpholinocarbonyl . 
piperazin-l-ylcarbonyl, A-mechylpiperazin- 1 -ylcarbonyl, methyl, ethyl 

and benzyl, 

and wherein the pyrrolidin- 1-ylcarbonyl, piperidinocarbonyl, 
morpholinocarbonyl. piperazin-l-ylcarbonyl or 

A-methylpiperazin- 1-ylcarbonyl substituent optionally bears a methyl or 

ethyl substituent; 

is a direct link to X, or is a group of the formula 

L^-(NR^)g 

in which s is 1, is hydrogen and L"^ is carbonylmethylene; 
X is sulphonyl; and 

Q is phenyl, naphthyl, benzyl, phenethyl. styryl, 2-phenylethynyl, 

dibenzofuranyl, biphenylyl. pyridylphenyl or pyridylthienyl, and Q 

optionally bears 1 or 2 substituents selected from the group consisting 

of fluoro. chloro. bromo. iodo, methyl, ethyl, methoxy and ethoxy; 

or a pharmaceutically-acceptable salt thereof. 

A further preferred compound of the invention is an 

aminoheterocyclic derivative of the formula la 
1 2 

wherein each of G and G is CH; 
m is 1 and is hydrogen; 
is a group of the formula 

2 113 
NR -L -T R 

in which R^ and R^ together form an ethylene group, 
is methylene or ethylene, and 
is CH or N, 

and wherein 1 or 2 methylene groups within L and the ring formed when 
r2 and are linked optionally bears a substituent selected from the 
group consisting of methyl and ethyl; 

A is a direct link to the carbonyl group or A is methylene; 
is a group of the formula 

(tV)^-l2-tV 
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2 3 
in which r is 1, T is CH or N, T is N, 

4 5 / 

R is hydrogen, methyl or ethyl, R is hydrogen, methyl or ethyl, or R 

5 4 
and R together form an ethylene group/ or R is an ethylene group 

which is linked to a methylene group vithin forming a 5- or 

4 2 

6-raerobered ring involving R and T , and 
2 

L is methylene, ethylene or trimethylene , 

2 

and wherein 1 or 2 methylene groups within L and the ring formed when 
4 5 

R and R are linked optionally bears a substituent selected from the 
group consisting of carboxy, methoxycarbonyl , ethoxycarbonyl , 
carbamoyl , N-methylcarbamoyl , N,N-dimethylcarbamoyl , 

pyrrolidin- l-ylcarbonyl, piperidinocarbonyl , methyl, ethyl and benzyl, 
and wherein the pyrrolidin- 1 -ylcarbonyl or piperidinocarbonyl 
substituent optionally bears a methyl or ethyl substituent; 
M"^ is a direct link to X, or H*^ is a group of the formula 

L^-(NR^) 

6 3 
in which s is 1, R is hydrogen and L is carbonylmethylene or 

carbonylethylene ; 

X is sulphonyl; and 

Q is phenyl, 2-naphthyl or benzyl which optionally bears 1 or 2 
substituents selected from the group consisting of fluoro, chloro, 
bromo and trif luoromethyl; 

or a pharmaceutically-acceptable salt thereof. 

A further preferred compound of the invention is an 
aminoheterocyclic derivative of the formula I 
wherein is CH or N and each of and G^ is CH; 
ra is 1 and R^ is hydrogen; 
is a group of the formula 

2 113 
NR -L -T R-^ 

2 3 - 

in which R and R together form an ethylene group, 
is methylene or ethylene, and 
is CH or N, 

and wherein 1 or 2 methylene groups within and the ring formed when 
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and R*^ are linked optionally bears a substituent selected from the 
group consisting of methyl and ethyl; 

A is a direct link to the carbonyl group or A is methylene; 
is a group of the formula 

(T^R^)^-L^-T^R^ 
in vhich r is 1, is CH or N, T"^ is N, 

R^ is hydrogen, methyl or ethyl, R is hydrogen, methyl, or ethyl, or R 

c 4 
and R together form a methylene, ethylene or trimethylene group, or R 

is an ethylene group vhich is linked to a methylene group within L 

forming a 3- or 6-membered ring involving R^ and T , and 

is methylene, ethylene or trimethylene, 

2 

and wherein 1 or 2 methylene groups within L and the ring formed when 
R^ and R^ are linked optionally bears a substituent selected from the 
group consisting of oxo, carboxy, methoxycarbonyl , ethoxycarbonyl , 
carbamoyl, N-methylcarbamoyl, N,N-dimethylcarbamoyl , 
pyrrolidin- 1-ylcarbonyl , piperidinocarbonyl , morpholinocarbonyl , 
methyl, ethyl and benzyl, and wherein the pyrrolidin- 1-ylcarbonyl or 
piperidinocarbonyl substituent optionally bears one or two methyl or 
ethyl substituents ; 

is a direct link to X, or is a group of the formula 

in which s is 1, R^ is hydrogen and is carbonylmethylene or 
carbonylethylene ; 
X is sulphonyl; and 

Q is 3- or 4-biphenylyl which optionally bears, in the ring attached to 
X, 1 or 2 substituents selected from the group consisting of hydroxy, 
fluoro, chloro, bromo, cyano, trif luoromethyl, methyl, ethyl, methoxy 
and ethoxy and which optionally bears in the terminal phenyl group up 
to 4 substituents selected from the group consisting of fluoro, chloro, 
bromo, trif luoromethyl, cyano, trif luoromethoxy , methyl, ethyl, 
methoxy and ethoxy; 

or a pharmaceutically-acceptable salt thereof. 
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A further preferred compound of the invention is an 
aminoheterocyclic derivative of the formula I 
vherein G"^ is CH or N and each of and is CH; 
m is 1 and is hydrogen; 
is a group of the formula 

2 113 
NR^-L -T^R-^ 

in which R" and R together form an ethylene group, 
is methylene or ethylene, and 
is CH or N, 

and wherein 1 or 2 methylene groups within and the ring formed when 
R^ and R^ are linked optionally bears a substituent selected from the 
group consisting of methyl and ethyl; 

A is a direct link to the carbonyl group or A is methylene; 
2 

H is a group of the formula 

(T^R^)^-L^-T'^R^ 
3 

in which r is I, is CH or N, T is N, 

R^ is hydrogen, methyl or ethyl, R^ is hydrogen, methyl or ethyl, or R^ 

and R^ together form a methylene, ethylene or trimethylene group, or r' 

2 

is an ethylene group which is linked to a methylene group within L 

4 2 

forming a 5- or 6-membered ring involving R and , and 
L is methylene, ethylene or trimethylene, 

2 

and wherein 1 or 2 methylene groups within L and the ring formed when 
R^ and R^ are linked optionally bears a substituent selected from the 
group consisting of oxo, carboxy, methoxycarbonyl , ethoxycarbonyl , 
carbamoyl, N-methylcarbamoyl , N,N-dimethylcarbamoyl , 
pyrrolidin- l-ylcarbonyl , piperidinocarbonyl , morpholinocarbonyl , 
methyl, ethyl and benzyl, and wherein the pyrrolidin- l-ylcarbonyl or 
piperidinocarbonyl substituent optionally bears one or two methyl or 
ethyl substituents; 

H'^ is a direct link to X, or M'^ is a group of the formula 



L^-(NR^)^ 
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in which s is 1. is hydrogen and is carbonylmethylene or 
carbonylethylene ; 
X is sulphonyl; and 

Q is benzyl, phenethyl, styryl or 2-phenylethynyl which optionally 
bears 1, 2 or 3 substituents selected from the group consisting of 
fluoro, chloro, brotno, . cyano, trif luoromethyl , methyl, ethyl, methoxy 
and ethoxy; 

or a pharmaceutically-acceptable salt thereof. 

A further preferred compound of the invention is an 

arainoheterocyclic derivative of the formula la 
1 2 

vherein each of G and G is CH; 
m is 1 and is hydrogen; 
is a group of the formula 

2 113 
NR'^-L -T^R-" 



in which R^ and R"^ together form an ethylene group, 
is methylene or ethylene, and 
is CH or N, 

and wherein 1 or 2 methylene groups within and the ring formed when 
R^ and R-^ are linked optionally bears a substituent selected from the 
group consisting of methyl and ethyl; 

A is a direct link to the carbonyl group or A is methylene; 
M" is a group of the formula 

(T^R^)^-L^-T^R^ 
1 3 

in which r is 1, is CH or N, T is N, ^ 

R^ is hydrogen, methyl or ethyl, R^ is hydrogen, methyl or ethyl, or R 

and R^ together form an ethylene group, or is an ethylene group 

which is linked to a methylene group within forming a 5- or 

A 2 . 

6-membered ring involving R and T , and 

is methylene, ethylene or trimethylene , 
and wherein 1 or 2 methylene groups within \} and the ring formed when 
r"* and r5 are linked optionally bears a substituent selected from the 
group consisting of carboxy, methoxycarbonyl . ethoxycarbonyl , 
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carbamoyl, N-methylcarbamoyl , N ,N-dimethylcarbainoyl , 

pyrrolidin-l-ylcarbonyl, piperidinocarbonyl . raerhyl, ethyl and benzyl, 
and uherein Che pyrrolidin- 1-ylcarbonyl or piperidinocarbonyl 
subsrituent optionally bears a methyl or ethyl substituent; 
is a direct link to X, or M"^ is a group of the formula 

in which s is 1, is hydrogen and is carbonylmethylene or 
carbonyle thylene ; 
X is sulphonyl; and 

Q is 2-thienyl uhich bears a substituent selected from the group 
consisting of phenyl, thienyl, pyridyl and pyrimidinyl and vherein said 
substituents optionally bear 1 or 2 substituents selected from the 
group consisting of fluoro, chloro, bromo and methyl; 
or a pharmaceutically-acceptable salt thereof. 

A further preferred compound of the invention is an 
arainoheterocyclic derivative of the formula I 
vherein is CH or N and each of and G^ is CH; 
m is 1 and R*^ is hydrogen; 
is a group of the formula 

NR'^-L^-T'^R'^ 



in which R and R together form an ethylene group, 
is methylene or ethylene, and 
is CH or N, 

and vherein 1 or 2 methylene groups within and the ring formed when 
R^ and R"^ are linked optionally bears a substituent selected from the 
group consisting of methyl and ethyl; 

A is a direct link to the carbonyl group or A is methylene; 

2 

M is a group of the formula 

2 A 3 5 

(T^R^) -L"-T'^R-^ 
^ ' r 

in which r is 1 , is CH or N, is N, 
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R is hydrogen, methyl or ethyl, R is hydrogen, methyl or ethyl, or R 

and R^ together form an ethylene group, or R^ is an ethylene group 

2 

which is linked to a methylene group within L forming a 5- or 

4 2 

6-membered ring involving R and T , and 
is methylene, ethylene or trimethylene, 

2 

and wherein 1 or 2 methylene groups within L and the ring formed when 
R^ and R^ are linked optionally bears a substituent selected from the 
group consisting of carboxy, methoxycarbonyl, ethoxycarbonyl , 
carbamoyl, N-methylcarbamoyl, N,N-dimethylcarbamoyl, 
pyrrolidin- l-ylcarbony 1 , piperidinocarbonyl , morpholinocarbonyl , 
methyl, ethyl and benzyl, and wherein the pyrrolidin- 1-ylcarbonyl or 
piperidinocarbonyl substituent optionally bears a methyl or ethyl 

substituent; 

T 3 
M is a direct link to X, or M is a group of the formula 

L^-{NR^)^ 

in which s is 1, R^ is hydrogen and L'^ is carbonylmethylene or 
carbonylethylene ; 
X is sulphonyl; and 

Q is 3- or 4-biphenylyl which optionally bears in the terminal phenyl 
group up to 4 substituents selected from the group consisting of 
fluoro, chloro, bromo, trif luororaethyl , trif luoromethoxy , methyl and 
. methoxy; 

or a pharmaceutically-acceptable salt thereof. 

A further preferred compound of the invention is an 
aminoheterocyclic derivative of the formula I 
wherein is CH or N and each of G'^ and G^ is CH; 
m is 1 and R^ is hydrogen; 



is a group of the formula 



2 113 
NR^-L -T'^R-^ 



in which R^ and R"^ together form an ethylene group, 
is methylene or ethylene, and 



is CH or N, 
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and vherein 1 or 2 methylene groups vithin and the ring formed when 

and R*^ are linked optionally bears a substituent selected from the 
group consisting of methyl and ethyl; 

A is a direct link to the carbonyl group or A is methylene; 
H" is a group of the formula 

(T R )^-L^-T-^R- 

2 3 
in which r is 1, T is CH or N, T is N, 

is hydrogen, methyl or ethyl, R^ is hydrogen, merhyl or erhyl, or R^ 

5 4 
and R together form an ethylene group, or R is an ethylene group 

which is linked to a methylene group within forming a 5- or 

4 2 

6-membered ring involving R and T , and 
•> 

is methylene, ethylene or trimethylene , 
and wherein 1 or 2 methylene groups within and the ring formed when 
R^ and R^ are linked optionally bears a substituent selected from the 
group consisting of carboxy, methoxycarbonyl , ethoxycarbonyl, 
carbamoyl , N-methylcarbamoyl , N,N-dimethylcarbamoyl , 
pyrrolidin- 1-ylcarbonyl , piperidinocarbonyi , morpholinocarbonyl, 
methyl, ethyl and benzyl, and wherein the pyrrolidin- 1-ylcarbonyl or 
piperidinocarbonyi substituent optionally bears a methyl or ethyl 

substituent ; 

1 3 
H is a direct link to X, or M is a group of the formula 

^ ' s 

in which s is 1 , R^ is hydrogen and L"^ is carbonylmethylene or 
c ar bony le thy lene; 
X is sulphonyl; and 

Q is phenethyl, styryl or 2-phenylethynyl which optionally bears 1, 2 

or 3 substituents selected from the group consisting of fluoro, chloro, 

bromo, tr if luoromethyl , methyl and methoxy: 

or a pharmaceutically-acceptable salt thereof. 

A further preferred compound of the invention is an 

aminoheterocyclic derivative of the formula la 
1 2 

wherein each of G and G is CH; 



wo 96/10022 



- 35 - 



PCT/GB95/02285 



m is 1 and is hydrogen; 
is a group of the formula 



2 113 
NR -L -T^R'' 



in which R^ and R*^ together form an ethylene group, 
is ethylene, and 



is CH or N; 



A is a direct link to the carbonyl group; 
H is a group of formula 

(T^R^)^-L^-T'^R^ 

-7 3 
in vhich r is 1, T** is N and T is N, 

R^ is hydrogen, R^ . is hydrogen, or R^ and R^ together form an ethylene 

group, and 

2 

L is ethylene, 

and uherein 1 methylene group vithin L optionally bears a substituent 
selected from carboxy, ethoxycarbonyl, N-methylcarbamoyl , 
piperidinocarbonyl and benzyl; 

H"^ is a direct link to X, or is a group of the formula 

L^.(NR^)^ 

in which s is 1. R^ is hydrogen and L*^ is carbonylmethylene ; 
X is sulphonyl; and 
Q is 2-naphthyl; 

or a pharmaceutically-acceptable acid-addition salt thereof. 

A further preferred compound of the invention is an 
aminoheterocyclic derivative of the formula la 

wherein each of and is CH, G^ is N and is CH, or G^ is CH and 
G^ is N; 

m is 1 and R^ is hydrogen; 



is a group of the formula 



2 113 
NR^-L -t'-R'^ 
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2 3 

in uhich R and R together form an ethylene group, 

is ethylene, and 

is CH or N; 
A is a direct link to the carbonyl group; 
H" is a group of formula 

(T'^R ) -L^-T^R^ 

7 3 
in vhich r is I, T" is N and T is N, 

4 5 4 5 

R is hydrogen, R is hydrogen, or R and R together form an ethylene 

group, and 

is ethylene, 

and uherein 1 methylene group within optionally bears a substituent 
selected from carboxy, ethoxycarbonyl , N-methylcarbamoyl , 
piperidinocarbonyl, methyl and benzyl; 

M"^ is a direct link to X, or is a group of the formula 

L-^-CNR^)^ 

6 3 
in uhich s is L, R is hydrogen and L is carbonyimethylene ; 

X is sulphonyl ; and 

Q is 2-naphthyl vhich optionally bears 1 or 2 substituents selected 
from the group consisting of fluoro, chloro, brorao, trif luoromethyl , 
methyl, methoxy and ethoxy; 

or a pharmaceurically-acceptable acid-addition salt thereof. 

A further preferred compound of the invention is an 

aminoheterocyclic derivative of the formula I 

12 3 
vherein each of G , G and G is CH; 

m is I and R^ is hydrogen; 

is a group of the formula 

2 113 
NR -L -T R 

2 3 

in vhich R and R together form an ethylene group, 
is ethylene, and 
is CH or N; 
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A is a direct: link ro the carbonyl group; 
is a group of formula 

2 3 
in which r is 1, T. is N and T is N, 

is hydrogen, R^ is hydrogien, or R^ and R^ together form an ethylene. 

group, and 
2 

L is ethylene, 

and wherein 1 methylene group uithin L optionally bears a substituent 
selected from carboxy, ethoxycarbonyl , N-methylcarbamoyl, 
piperidinocarbonyl and benzyl; 

is a direct link to X, or M"^ is a group of the formula 

L^-(NrS^ 

in which s is 1, R^ is hydrogen and is carbonylmethylene; 
X is sulphonyl; and 

Q is 4-biphenylyl which bears in the terminal phenyl group 1 or 2 
substituents selected from fluoro, chloro, bromo, trif luoromethyl and 
methyl; 

or a pharmaceutically-acceptable acid-addition salt thereof. 

A further preferred compound of the invention is an 

aminoheterocyclic derivative of the formula I ^ 

wherein each of and G^ is CH, G^ is N and each of G^ and G is 

^ 12 
CH, or G is N and each of G and G is CH; 

m is L and R^ is hydrogen; 

is a group of the formula 

2 113 
NR^^-L -T^R-" 

in which R^ and R^ together form an ethylene group, 

is ethylene, and 

is CH or N; 
A is a direct link to the carbonyl group; 

is a group of formula 
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n 3 

in vhich r is 1, is N and T is N, 

is hydrogen, is hydrogen, or R^ and together form an erhylene 
group, and 

9 

L" is ethylene, 

2 

and uherein 1 methylene group vithin L optionally bears a substituent 
selected from carboxy, ethoxycarbonyl , N-methylcarbaraoyl , 
piperidinocarbonyl . methyl and benzyl; 

is a direct link to X, or M"^ is a group of the formula 

L^-(NR^)^ 

in uhich s is i, is hydrogen and is carbonylmethylene; 
X is sulphonyl; and 

Q is A-biphenylyl which bears in the terminal phenyl group 1 or 2 
substituents selected from fluoro, chloro, bromo, trif luoromethyl and 
methyl ; 

or a pharmaceutically-acceptable acid-addition salt thereof. 

A further preferred compound of the invention is an 
aminoheterocyclic derivative of the formula I 
wherein each of G , G" and G is CH; 
m is 1 and R^ is hydrogen; 
is a group of the formula 

NR^-L -T^R"" 

in vhich R^ and R^ together form an ethylene group, 

is ethylene, and 

is CH or N; 
A is a direct link to the carbonyl group; 

o 

is a group of formula 

(T^R^)^-L^-T"^R^ 
in which r is 1, is N and T"^ is N, 
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r'' is hydrogen, is hydrogen, or r'' and together form an ethylene 

group, and 
2 

L is ethylene, 

and wherein 1 methylene group within optionally bears a substituent 
selected frora carboxy, ethoxycarbonyl, N-methylcarbamoyl, 
piperidinocarbonyl and benzyl; 

H-^ is a direct link to X, or is a group of the formula 

in which s is 1, is hydrogen and L"^ is carbonylmethylene; 
X is sulphonyl; and 

Q is styryl which optionally bears 1 or 2 substituents selected from 
the group consisting of fluoro, chloro, bromo, trif luoromethyl and 
methyl; 

or a pharmaceutically-acceptable acid-addition salt thereof. 

A further preferred compound of the invention is an 
aminoheterocyclic derivative of the formula I 2 3 

wherein each of g\ and is CH, is N and each of G^ and G^ is 

CH, or G"^ is N and each of G and G is CH; 
m is 1 and is hydrogen; 
is a group of the formula 

? 1 1 3 



in 



vhich R^ and R"^ together form an ethylene group, 



is ethylene, and 
is CH or N; 
A is a direct link to the carbonyl group; 
is a group of formula 

(T^R^)^-L^-T^R^ 

-) 3 
in which r is 1, is N and T is N, 

R^ is hydrogen, R^ is hydrogen, or r"* and together form an ethylene 
group, and 
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2 

L is ethylene, 

2 

and wherein 1 methylene group uithin L optionally bears a subscituent 
selected from carboxy, ethoxycarbonyl, N-methylcarbamoyl, 
piperidinocarbonyl , methyl and benzyl; 

H"^ is a direct link to X, or M'^ is a group of the formula 

in which s is L, is hydrogen and L"^ is carbonyimethylene ; 
X is sulphonyl; and 

Q is styryl uhich optionally bears 1 or 2 substituents selected from 
the group consisting of fluoro, chloro, bromo, trif luoromethyl and 
methyl; 

or a pharmaceutically-acceptable acid-addition salt thereof. 

A specific preferred compound of che invention is the 
following aminoheterocyclic derivative of the formula I:- 
2-(2-naphthalenesulphonamido)-N- {l-piperidinocarbonyl-2-[ l-(4-pyridyl)- 
piperidin-A-ylcarbonylamino ) ethyl) ace t amide , 

1- (2-naphthylsulphonyl ')-A- ( 1 -( 4-pyr idyl ) piper idin-4-ylcarbonyl) - 
piperazine , 

2- (2-naphthalenesulphonamido)-N-( l-piperidinocarbonyl-2- 
{2- [ l-( A-pyridyl )piperidin-4-yl]acetamido}ethyl)acetamide, 
2-(2-naphthalenesulphonamido)-N-( l-piperidinocarbonyl-2- {2- [4-(A- 

pyridyl )piperazin- l-yl] acetamido}ethyl)acetamide, 
ethyl 2- { 2-naphthalenesulphonamido) -3- [ 1- ( A-pyridyl)piperidin-4- 
ylcarbonylamino ) propionate , 

L- ( l-(2-naphthylsulphonyl)piperidin-A-ylcarbonyl| -A-( A-pyridyl)- 
piperazine or 

2- (2-naphthalenesulphonamido)-N-{l-phenyl-3-[l-( ^-pyridyl ) piperidin-4- 
ylcarbonylamino) prop-2-yl) acetamide; 

or a pharmaceutically-acceptable acid-addition salt thereof. 

A further specific preferred compound of the invention is the 
following aminoheterocyclic derivative of the - formula I:- 
4-{l-(A-pyridyl)piperidin-4-ylcarbonyl)-l-( {E)-styrylsulphonyl)- 
pipe^az ine , 

l_( (E)-4-chlorostyrylsulphonyl 1-4-1 1 - { 4-pyr idyl ) piperidin-4- 
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ylcarbonyl ) piperazine , 

l-[ (E)-A-methylstyrylsulphonyll-4-( l-CA-pyridyDpiperidin-A- 
ylcarbonyl 1 piperaz ine , 

4_{(E)-4-chlbrostyrylsulphonyl)-2-methyl-l-[ l-CA-pyridyljpiperidin-A- 
ylcarbonyl) piperazine, 

l-(4.biphenylylsulphonyl)-4-[l-(4-pyridyl)piperidin-4-ylcarbonyll- 
piperazine, 

l-(4'-chloro-4-biphenylylsulphonyl)-4-( l-(4-pyridyl)- 
pipe^idin-4-ylca^bonyl )piperazine or 

l-( (E)-A.chlorostyrylsulphonyll-4- [ l-(4-pyriniidinyl)piperidin-4- 
ylcarbonyl ) piperazine; 

or a pharmaceurically-acceptable acid-addition salt thereof. 

A further specific preferred compound of the invention is the 
following aminoheterocyclic derivative of the formula I:- 

1- (7-chloronaphth-2-ylsulphonyl)-4- [ 1- (4-pyridyl)piperidin-4- 
ylcarbonyl ] piperazine , 

2- ethoxycarbonyl-4- (2-naphthylsulphonyl)-l-I I- (4-py^idyl)pipe^idin- 
4-ylcarbonyl) piperazine or 

1- ( 2-naphthylsulphonyl ) -4- ( 1 - ( 4-pyrimidinyl ) piper idin-4-ylcarbonyl ) - 
piperazine ; 

or a pharmaceutically-acceptable acid-addition salt thereof. 

A further specific preferred compound of rhe invention is rhe 
following aminoheterocyclic derivative of rhe formula I:- 
1- [ (E)-4-fluorostyrylsulphonyl] -4- ( I- (4-py^idyl)pipe^idin-4- 
ylca^bonyl) piperazine , 

1, [ ( E) -4-bromostyrylsulphonyl ) -4- [ 1- ( 4-pyridyl ) piperidin-4-ylcarbonyl] - 
piperazine or 

'-bromo-4-biphenylylsulphonyl)-4-[ l-(4-pyridyl).pipe^idin-4- 
ylcarbonyl] piperazine; 

or a pharmaceutically-acceptable acid-addition salt thereof. 

A further specific preferred compound of the invention is the 
following aminoheterocyclic derivative of the formula I:- 
l-{6-chloronaphth-2-ylsulphonyl)-4-[l-(4.pyridyl)piperidin-4- 

ylcarbonyl) piperazine, 

l-(6-bromonaphth-2-ylsulphonyl)-4.1 l-( 4-pyridyl )piperidin-4- 
ylcarbonyl ] piperazine , 
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1- {6-chloronaphth-2-ylsulphonyl) -4- ( 4-(4-pyridyl)pipe^azin-l- 
ylca^bonyl] piperazine, 

4- (2-naphthylsulphonyl ) -2-piperidinocarbonyi- 1- [ I- ( 4-pyridyl) - 
piperidin-4-ylcarbonyl | piperazine , 

4- (6-chloronaphT:h-2-ylsulphonyl) -2-ethoxycarbonyl-l- { 1- (4-pyridyl) - 
piperidin-4-ylcarbonyl J piperazine, 

2- carboxy-4-(6-chloronaphth-2-ylsulphonyl)- I- [ l-(4-pyridyl)pip€ridin- 
4-ylcarbonyl] piperazine , 

1- { 6-chloronaphth-2-ylsulphonyl) -4- [ 1- {4-pyrimidinyl ) piper idin-4- 
ylcarbonyl ) piperazine , 

4- [ 1 - {2-aminopyrimidin-4-yl ) piper id in- 4-ylc ar bony 1 ) - 1- ( 6-chloronaphth- 

2- ylsulphonyl)piperazine or 

L- (6-chloronaphth-2-ylsulphonyl)-4- [ 1- (4-pyridazinyl )pipe^idin-A- 
ylca^bonyl ) piperazine ; 

or a pharmaceutically-acceptable acid-addition salt thereof. 

A further specific preferred compound of the invention is the 
following aminoheterocyclic derivative of the formula I:- 
4- (6-bromonaphth-2-ylsulphonyl ) -2-ethoxycarbonyi- 1 - ( 1- { 4-pyridyl) - 
piperidin-4-ylcarbonyl ) piperazine , 

4- { 6-broraonaphth-2-ylsulphonyl) -2-carboxy- 1 - [ 1 - ( 4-pyridyl ) piper idin-4- 
ylcarbonyl J piperazine , 

4- ( 6-bromonaphth-2 -ylsulphonyl ) -2-morpholinocarbonyl- 1- ( 1- ( 4-pyridyl ) - 
piperidin-4-ylcarbonyl) piperazine , 

4-(6-chloronaphth-2-ylsulphonyl)-2-methoxycarbonyl-l- ( 1- (4-pyridyl ) - 
piperidin-4-ylcarbonyl [piperazine or 

2-carboxy-4- ( 6-chloronaphth-2-ylsulphonyl ) - 1 - [ 1 - ( 4-pyridyl ) piperidin-4- 
ylcarbonyl J piperazine ; 

or a pharmaceutically-acceptable salt thereof. 

An aminoheterocyclic derivative of the formula I or of the 

formula la, or a pharmaceutically-acceptable salt thereof, may be 

prepared by any process knoun to be applicable to the preparation of 

structurally-related compounds. Such procedures are provided as a 

further feature of, the invention and are illustrated by the folloving 

12 3 

representative processes in which, unless otherwise stated G , G , G , 
m, R^, m\ a, M^, H"^, X and Q (and any groups defined therein) have any 
of the meanings defined hereinbefore, provided that when there is an 
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amino, alkylaraino, hydroxy or carboxy group in R , M , H , M or Q then 
any such group is protected by a conventional protecting group vhich 
may be removed when so desired by conventional means - 

Necessary starting materials may be obtained by standard 
procedures of organic chemistry. The preparation of such starting 
materials is illustrated vithin the accompanying Examples; 
alternatively analogous procedures to those illustrated may be employed 
by applying no more than the ordinary skill of an organic chemist, 

(a) For the production of those compounds of the formula I 

2 

/'-.. vherein M is a group of the formula 

in vhich is N and r is 1 , the reaction, conveniently in the presence 
of a suitable base, of an acid of the formula II, or a reactive 
derivative thereof, with an amine of the formula . 

hnr'^-l^-t^r^-m-^-x-q 

A suitable reactive derivative of an acid of the formula II 
is, for example, an acyl halide, for example an acyl chloride formed 
by the reaction of the acid and an inorganic acid chloride, for 
example tHionyl chloride; a mixed anhydride, for example an anhydride 
formed by the reaction of the acid and a chlorof ormate such as 
isobutyl chlorof ormate; an active ester, for example an ester formed 
by the reaction of the acid and a phenol such as pentafluorophenol, an 
ester such as pentaf luorophenyl trif luoroacetate or an alcohol such as 
N-hydroxybenzotriazole or N-hydroxysuccinimide ; an acyl azide, for 
example an azide formed by the reaction of the acid and an azide such 
as diphenyiphosphoryl azide; an acyl cyanide, for example a cyanide 
formed by the reaction of an acid and a cyanide such as 
diethylphosphoryl cyanide; or the product of the reaction of the acid 
and a carbodiimide suchas N,N' -dicyclohexyicarbodiimide or 
N- ( 3-dimethylaminopropyl ) -N ' -ethylcarbodiimide . 
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The reaction is conveniently carried out in the presence of 
a suitable base such as, for example, an alkali or alkaline earth 
metal carbonate, alkoxide, hydroxide or hydride, for example sodium 
carbonate, potassium carbonate, sodium ethoxide, potassium butoxide, 
sodium hydroxide, potassium hydroxide, sodium hydride or potassium 
hydride, or an organometallic base such as an alkyl-lithium, for 
example n-butyl-lithium, or a dialkylamino-lithium, for example 
lithium di-isopropylamide, or, for example, an organic amine base such 
as, for example, pyridine, 2, 6-lutidine, collidine, 

4-dimethylaminopyridine , triethylamine , morpholine or diazabicyclo- 
|5.4.0)undec-7-ene. The reaction is also preferably carried out in a 
suitable inert solvent or diluent, for example methylene chloride, 
chloroform, carbon tetrachloride, tetrahydrof uran , 

i , 2-dimethoxyethane , N, N-dimechylf ormamide , N , N-dimethylacetamide , 
N-methylpyrrolidin-2-one , dimethylsulphoxide or acetone, and at a 
temperature in the range, for example, -78*^ to 150°C, conveniently at 
or near ambient temperature. 

A suitable protecting group for an amino or alkylamino group 
is, for example, an acyl group, for example an alkanoyl group such as 
acetyl, an alkoxycarbonyl group, for example a methoxycarbonyl , 
ethoxycarbonyl or tert - butoxycarbonyl group, an arylmethoxycarbonyl 
group, for example benzyloxycarbonyl , or an aroyl group, for example 
benzoyl. The deprotection conditions for the above protecting groups 
necessarily vary vith the choice of protecting group. Thus, for 
example, an acyl group such as an alkanoyl or alkoxycarbonyl group or 
an aroyl group may be removed for example, by hydrolysis with a 
suitable base such as an alkali metal hydroxide, for example lithium 
or sodium hydroxide. Alternatively an acyl group such as a 
tert - butoxycarbonyl group may be removed, for example, by treatment 
with a suitable acid such as hydrochloric, sulphuric or phosphoric 
acid or trif luoroacetic acid and an arylmethoxycarbonyl group such as 
a benzyloxycarbonyl group may be removed, for example, by 
hydrogenation over a catalyst such as palladium-on-carbon, or by 
treatment with a Levis acid for example boron tris ( trif luoroacetate) . 
A suitable alternative protecting group for a primary amino group is, 
for example, a phthaloyl group which may be removed by treatment with 
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an alkylamine, for example ditnethylarainopropylamine, or with 
hydrazine. 

A suitable protecting group for a hydroxy group is, for 
example, an acyl group, for example an alkanoyl group such as acetyl, 
an aroyl group, for example benzoyl, or an arylraethyl group, for 
example benzyl. The deprotection conditions for the above protecting 
groups will necessarily vary vith the choice of protecting group. 
Thus, for example, an acyl group such as an alkanoyl or an aroyl group 
may be removed, for example, by hydrolysis vith a suitable base such 
as an alkali metal hydroxide, for example lithium or sodium hydroxide. 
Alternatively an arylmethyl group such as a benzyl group may be 
removed, for example, by hydrogenation over a catalyst such as 
palladium- on-carbon . 

A suitable protecting group for a carboxy group is, for 
example, an esterifying group, for example a methyl or an ethyl group 
which may be removed, for example, by hydrolysis with a base such as 
sodium hydroxide, or for example a tert -butyl group which may be 
removed, for example, by treatment vith an acid, for example an 
organic acid such as trif luoroacetic acid, or for example a benzyl 
group which may be removed, for example, by hydrogenation over a 
catalyst such as palladium-on-carbon. 

(b) For the production of those compounds of the formula I 

wherein H is a group of the formula 

(T^R^)^-L^-T^R^ 

in which T^ is N, 

and wherein is a direct link to X, 

the reaction, conveniently in the presence of a suitable base as 

defined hereinbefore, of an amine of the formula III 

vith a compound of the formula Z-X-Q wherein Z is a displaceable 

group, 

A suitable value for the displaceable group Z is, for 
example, a halogeno or sulphonyloxy group, for example a fluoro, 
chloro, bromo, mesyloxy or 4-tolylsulphonyloxy group. 
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The reaction is conveniently performed in a suitable inert 
solvent or diluent as defined hereinbefore and at a temperature in the 
range, for example, 0**C to i50*C, conveniently at or near ambient 
temperature. 



(c) For the production of those compounds of the formula I 

wherein is a group of the formula 

in which T*^ is N, 

and wherein A is a direct link to the carbonyl group, 

the reaction, conveniently in the presence of a suitable base as 

defined hereinbefore, of an amine of the formula IV 

with an acid of the formula 



or a reactive derivative thereof as defined hereinbefore. 

The reaction is conveniently performed in a suitable inert 
solvent or diluent as defined hereinbefore and at a temperature in the 
range, for example, 0** to 150**C, conveniently at or near ambient 
temperature . 

(d) For the production of those compounds of the formula I 

2 

wherein M is a group of the formula 

(T^R^)^-L^-T*^R^ 

3 

in which T is N, 

and wherein M"^ is a group of the formula 

L^-(NR^) 

3 

in which L is carbonylmethylene , 

the reaction, conveniently in the presence of a suitable base as 
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defined hereinbefore, of an amine of the formula III 
with an acid of the formula 

H0^C-CH2-(NR^)^-X-0 

or a reactive derivative thereof as defined hereinbefore. 

The reaction is conveniently performed in a suitable inert 
solvent or diluent as defined hereinbefore and at a temperature in the 
range, for example, 0** to ISO^'C, conveniently at or near ambient 
temperature. 

(e) For the production of those compounds of the formula I 
wherein is a group of the formula 

in vhich T"^ is N, 

and vherein is a direct link to X and X is carbonylaraino, 
the reaction of an amine of the formula III 
vith an isocyanate of the formula 

OCN-X-Q 

The reaction is conveniently performed in a suitable inert 
solvent or diluent as defined hereinbefore and at a temperature in the 
range, for example, 0** to 60**C, conveniently at or near ambient 
temperature . 

(f) The reaction, conveniently in the presence of a suitable 
base as defined hereinbefore, of a compound of the formula V 
uherein Z is a displaceable group as defined hereinbefore, 

with an amine of the formula 

HNR^-L^-T^R^-A-CO-M^-M-^-X-Q 
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The reaction is conveniently performed in a suitable inert 
solvent or diluent as defined hereinbefore and at a temperature in the 
range, for example, 0** to ISO^'C, conveniently in the range 15** to 
100**C. 

(g) ^OT the production of those compounds of the formula I 

2 3 

vherein H , M or Q bears a carboxy or carboxy-containing group, the 
hydrolysis of a compound of the formula I vherein H^, or Q bears a 
( l-AC)alkoxycarbonyl group. 

The hydrolysis reaction may conveniently be carried out in a 
conventional manner using, for example acidic or basic catalysis. A 
suitable acid for the acidic hydrolysis of an ester group is, for 
example, an inorganic acid such as hydrochloric or sulphuric acid. A 
suitable base for the basic hydrolysis of an ester group is, for 
example, an alkali or alkaline earth metal hydroxide such as sodium 
hydroxide or potassium hydroxide. 

The reaction is conveniently performed in a suitable solvent 
or diluent such as an alcohol, for example methanol or ethanol, and at 
a temperature in the range, for example, 0** to 120*^0, conveniently in 
the range of 15=* to SC^C. 

(^) ^or the production of those compounds of the formula I 

2 3 

vherein H", M or Q bears a carbamoyl, N-alkylcarbamoyl or 

N,N-dialkylcarbamoyl group, the reaction of a compound of the formula 

2 3 

I vherein M". M or Q bears a carboxy group, or a reactive derivative 
thereof as defined hereinbefore, vith ammonia or an appropriate 
alkylamine or dialkylamine . 

The reaction is conveniently performed in a suitable inert 
solvent or diluent as defined hereinbefore and at a temperature in the 
range, for example, 0** to i20"C, conveniently in the range 15* to 
60*'C. 

(i) For the production of those compounds of the formula I 

vherein Q bears a hydroxy group, the dealkylation of a compound of the 
formula I vherein Q bears a (l-AC)alkoxy group. 

A suitable dealkylating reagent is, for example, any of the 
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many reagents known to effect such a transformation. The reaction may 
be carried out, for example, using an alkali metal ( l-4C)alkylsulphide 
such as sodium ethanethiolate or, for example, using an alkali metal 
diarylphosphide such as lithium diphenylphosphide. Alternatively the 
reaction may conveniently be carried out using a boron or aluminium 
trihalide such as boron tribromide. 

The dealkylation reaction is conveniently performed in a 
suitable inert solvent or diluent as defined hereinbefore and at a 
temperature in the range, for example, -80* to 100**C, conveniently in 
the range 0° to 50**C. 

When a pharmaceutically-acceptable salt of a compound of the 
formula I is required, it may be obtained, for example, by reaction of 
said compound with a suitable acid or base using a conventional 
procedure, 

Uhen an optically active form of a compound of the formula I 
is required, it may be obtained, for example, by carrying out one of 
the aforesaid procedures using an optically active starting material 
or by resolution of a raceraic form of said compound using a 
conventional procedure. 

As stated previously, the compounds of the formula I and of 
the formula la are inhibitors of the enzyme Factor Xa. The effects of 
this inhibition may be demonstrated using one or more of the standard 
procedures set out hereinaf ter : - 
a) Measurement of Factor Xa Inhibition 

An in vitro assay system was carried out based on the method of 
Kettner et al.. J. Biol. Chem, , 1990, 265, 18289-18297, whereby 
various concentrations of a test compound were dissolved in a pH7.5 
buffer containing 0,5% of polyethylene glycol and incubated at 37''C 
with human Factor Xa (0.001 Units/ml, 0.3 ml) for 15 minutes. The 
chromogenic substrate S-2765 (KabiVitum AB, 20 pM) was added and the 
mixture was incubated at 37*'C for 20 minutes whilst the absorbance at 
405 nm was measure'd. The maximum reaction velocity (Vmax) was 
determined and compared with that of a control sample containing no 
test compound. Inhibitor potency was expressed as an IC^^ value. 
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b) Measurement of Thrombin Inhibition 

The procedure of method a) was repeated except that human thrombin 
(0.005 Units/ml) and the chroraogenic substrate S-2238 (KabiVitum AB) 
vere employed. 

c) Measurement of Anticoai^ulant Activity 

An in vitro assay whereby human venous blood was collected and added 
directly to a sodium citrate solution (3.2 g/100 ml, 9 parts blood to 
1 part citrate solution). Blood plasma vas prepared by contrifugation 
(1000 g, 15 minutes) and stored at 2-4'C. Conventional activated 
partial thromboplastin time (APTT) and prothrombin time (PT) tests 
f vere carried out in the presence of various concentrations of a test 

compound and the concentration of test compound required to double the 
clotting time, hereinafter referred to as CT2, was determined. In the 
APTT test, the test compound ♦ blood plasma and APTT reagent vere 
incubated at 37**C for 3 minutes. Calcium chloride (0,02M) was added 
and fibrin formation and the time required for a clot to form vere 
determined. In the PT test, an analogous procedure vas followed 
except that tissue thromboplastin vas used in place of APTT reagent. 

d) An ex vivo Assay of Anticoat^ulant Activity 

The test compound vas administered intravenously or orally to a group 
of Alderley Park Uistar rats. At various times thereafter animals 
were anaesthetised, blood vas collected and APTT and PT coagulation 
assays analogous to those described hereinbefore were conducted- 

e) An in vivo Measurement of Antithrombotic Activity 
Thrombus formation vas induced using an analogous method to that 
described by Vogel et al. , Thromb. Research , 1989. 5^, 399-410. A 
group of Alderley Park Uistar rats vas anaesthetised and surgery was 
performed to expose the vena cava. Two loose sutures were located, 
0.7 cm apart, round the inferior vena cava. Test compound was 
administered intravenously or orally. At an appropriate time 
thereafter tissue thromboplastin (1 ml/kg) was administered into the 
jugular vein and, after 10 seconds, the two sutures were tightened to 
induce stasis within the ligated portion of vena cava. After 10 
minutes the ligated tissue was excised and the thrombus therein was 
isolated, blotted and weighed. 
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Although Che pharmacological potencies of the compounds of 
formulae I and la vary vith structural changes as expected, in general 
compounds of the formulae I and la possess activity at the following 
concentrations or doses in at least one of the above tests a) to c):- 

test a): IC^Q (Factor Xa) in the range, for example, 
0.001-25 pM; 

test b): IC^Q (thrombin), for example, greater than 50 uM; 
test c): CT2 (FT) in the range, for example, 1-50 pM; 

CT2 (APTT) in the range, for example, 10-100 pM. 

By way of example, the compound of Example 1 as disclosed 
hereinafter has an IC^^ of 0.3 pM against Factor Xa in test a), an 
IC^Q of greater than 100 uh against thrombin in test b) and a CT2 (FT) 
of 14 mH and CT2 (AFTT) of 62 pM in test c), and shows an increased 
clotting time following the intravenous administration of a 10 mg/kg 
dose in test d) and a reduced thrombus weight following the 
intravenous administration of a 5 mg/kg dose in test e). 

By way of further example, the compound of Example 39, 
Compound No. 2, as disclosed hereinafter has an IC^q of 0.012 pM 
against Factor Xa in test a), an IC^^ of greater than 100 p« against 
thrombin in test b) , a CT2 (FT) of 1 pM and CT2 (AFTT) of 1.8 pM in 
test c), and shows an increased clotting time following the 
intravenous administration of a 5 mg/kg dose in test d) and a reduced 
thrombus weight following the intravenous administration of a 5 mg/kg 
dose in test d). 

By way of further example, the compound of Example Al, 
Compound No. 3, as disclosed hereinafter has an IC^^ of 0-01 pM 
against Factor Xa in test a) and an IC^q of 83 uM against thrombin in 
test b) . 

By way of further example, the compound of Example 40, 
Compound No. 5, as disclosed hereinafter has an IC^q of 0.003 pM 
against Factor Xa in test a), an IC^q of 34 pM against thrombin in 
test b), a CT2 (FT)' of 0.5 pM and CT2 (APTT) of 1.2 pM in test c). 
and shows an increased clotting time following the intravenous 
administration of a 5 mg/kg dose in test d). 
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By way of further example, the compound of Example 62 as 
disclosed hereinafter has an IC^q of 0.002 jjM against Factor Xa in 
test a), an IC^p of >10 mM against thrombin in test b), a CT2 (PT) of 
0.7 uM in test c), and shows an increased clotting time following the 
intravenous administration of a 5 mg/kg dose in test d). 

By way of further example, the compound of Example 63 as 
disclosed hereinafter has an IC^q of 0.008 against Factor Xa in 
test a), an IC^q of >10 pM against thrombin in test b), a CT2 (PT) of 
4.6 uM in test c), and shows an increased clotting time following the 
intravenous administration of a 5 mg/kg dose in test d) and a reduced 
thrombus weight following the intravenous administration of a 5 mg/kg 
dose in test e) . 

According to a further feature of the invention there is 
provided a pharmaceutical composition which comprises an 
aminoheterocyclic derivative of the formula I or of the formula la, or 
a pharmaceutically-acceptable salt thereof, in association with a 
pharmaceutically-acceptable diluent or carrier. 

The composition may be in a form suitable for oral use, for 
example a tablet, capsule, aqueous or oily solution, suspension or 
emulsion; for topical use, for example a cream, ointment, gel or 
aqueous or oily solution or suspension; for nasal use, for example a 
snuff, nasal spray or nasal drops; for vaginal or rectal use, for 
example a suppository; for administration by inhalation, for example 
as a finely divided powder such as a dry powder, a microcrystalline 
form or a liquid aerosol; for sub-lingual or buccal use, for example a 
tablet or capsule; or for parenteral use (including intravenous, 
subcutaneous, intramuscular, intravascular or infusion), for example a 
sterile aqueous or oily solution or suspen£;ion. In general the above 
compositions may be prepared in a conventional manner using 
conventional excipients . 

The amount of active ingredient (that is an 
aminoheterocyclic 'derivative of the formulae I or la, or a 
pharmaceutically-acceptable salt thereof) that is combined with one or 
more excipients to produce a single dosage form will necessarily vary 
depending upon the host treated and the particular route of 
administration. For example, a formulation intended for oral 
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administration to humans uill generally contain, for example, from 0.5 
mg to 2 g of active agent compounded with an appropriate and 
convenient amount of excipients vhich may vary from about 5 to about 
98 percent by weight of the total composition. Dosage unit forms will 
generally contain about 1 mg to about 500 mg of an active ingredient. 

According to a further feature of the invention there is 
provided an arainoheterocyclic derivative of the formula I or of the 
formula la, or a pharmaceutically-acceptable salt thereof, for use in 
a method of treatment of the human or animal body by therapy. 

The invention also includes the use of such an active 
ingredient in the production of a medicament for use in:- 

(i) producing a Factor Xa inhibitory effect; 

(ii) producing an anticoagulant effect; 

(iii) producing an antithrombotic effect; 

(iv) treating a Factor Xa mediated disease or medical 
condition ; 

(v) treating a thrombosis mediated disease or medical 
condition ; 

(vi) treating coagulation disorders; and/or 

(vii) treating thrombosis or embolism involving Factor Xa 
mediated coagulation. 

The invention also includes a method of producing an effect . 
as defined hereinbefore or treating a disease or disorder as defined 
hereinbefore vhich comprises administering to a warm-blooded animal 
requiring such treatment an effective amount of an active ingredient 
as defined hereinbefore. 

The size of the dose for therapeutic or prophylactic 
purposes of a compound of the formulae I or la will naturally vary 
according to the nature and severity of the medical condition, the age 
and sex of the animal or patient being treated and the route of 
administration, according to well known principles of medicine. As 
mentioned above, compounds of the formulae I or la are useful in the 
treatment or prevention of a variety of medical disorders where 
anticoagulant therapy is indicated. In using a compound of the 
formula I for such a purpose, it will generally be administered so 
that a daily dose in the range, for example, 0.5 to 500 mg/kg body 
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weight is received, given if required in divided doses. In general 
lover doses will be administered when a parenteral route is employed, 
for example a dose for intravenous administration in the range, for 
example, 0.5 to 50 mg/kg body weight uill generally be used. For 
preferred and especially preferred compounds of the invention, in 
general, lover doses vill be employed, for example a daily dose in the 
range, for example, 0.5 to 10 mg/kg body weight. 

Although the compounds of the formulae I and la are 
primarily of value as therapeutic or prophylactic agents for use in 
warm-blooded animals including man, they are also useful whenever it 
is required to produce an anticoagulant effect, for example during the 
ex - vivo storage of whole blood or in the development of biological 
tests for compounds having anticoagulant properties- 

The compounds of the invention may be administered as a sole 
therapy or they may be administered in conjunction with other 
pharmacologically active agents such as a thrombolytic agent, for 
example tissue plasminogen activator ^or derivatives thereof or 
streptokinase. The compounds of the invention may also be 
administered with, for example, a known platelet aggregation inhibitor 
(for example aspirin, a thromboxane antagonist or a thromboxane 
synthase inhibitor), a known hypolipidaemic agent or a known 
anti-hypertensive agent . 

The invention will now be illustrated in the following 
Examples in which, unless otherwise stated: - 

(i) evaporations were carried out by rotary evaporation in 
vacuo and work-up procedures were carried out after removal of 
residual solids by filtration; 

(ii) operations were carried out at room temperature, that 
is in the range i8-25"C and under an atmosphere of an inert gas such 
as argon; 

(iii) column chromatography (by the flash procedure) and 
medium pressure li'quid chromatography (MPLC) were performed on Herck 
Kieselgel silica (Art- 9385) or Merck Lichroprep RP-18 (Art. 9303) 
reversed-phase silica obtained from E. Merck, Darmstadt, Germany; 

(iv) yieldr. are given for illustration only and are not 
necessarily the maximum attainable; 
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(v) the end-products of the formula I have satisfactory 
microanalyses and their structures were confirmed by nuclear magneric 
resonance (NMR) and mass spectral techniques; unless otherwise stated, 
CDCl^ solutions of the end-products of the formula I were used for the 
determination of NMR spectral data, chemical shift values vere 
measured on the delta scale; the following abbreviations have been 
used: s, singlet; d, doublet; t, triplet; m, raultiplet; 

(vi) intermediates were not generally fully characterised 
and purity was assessed by thin layer chromatographic, infra-red (IR) 
or NMR analysis; 

(vii) melting points were determined using a Mettler SP62 
automatic melting point apparatus or an oil-bath apparatus; melting 
points for the end-products of the formula I were generally determined 
after crystallisation from a conventional organic solvent such as 
ethanol, methanol, acetone, ether or hexane, alone or in admixture; 
and 

(viii) the following abbreviations have been used:- 

DMF N, N-dimethylf ormamide ; 

THF te trahydrof uran ; 

DHSO dimethylsulphoxide ; 

DMPU 1, 3-dimethyl-3, 4,5, 6-tetrahydro-2(lH)-pyrimidinone. 
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Example 1 

N- ( 2 -Amino- 1 - ( piperidinocarbonyl ) ethyl ] -2 - ( 2 -naphthalene- 
sulphonainido)acetaniide hydrochloride salt (2.6 g) and triethylaraine 
(3.18 ml) were added in turn to a stirred solution of 

1- (4-pyridyl)piperidine-4-carbonyl chloride (1.54 g) in methylene 
chloride (20 ml) and the mixture vas stirred at ambient temperature for 
16 hours. The mixture vas partitioned between ethyl acetate and water. 
The organic phase vas washed with vater, dried (MgSO^) and evaporated. 
The residue vas purified by column chromatography using a 89:10:1 
mixture of ethyl acetate, methanol and ammonia as eluent. The material 
so obtained vas triturated under diethyl ether to give 

2- (2"naphthalenesulphonamido)-N- {l-piperidinocarbonyl-2- [ l-(4-pyridyl)- 
piperidin-4-ylcarbonylaminolethyl}acetamide as a foam (1.9 g, 55%); 
NMR Spectrum (CD^SOCD^) 1.37-1.76 (m, lOH) , 3.15-3.5 (m, lOH) , 3.6 (s, 
2H), 4.1-4,2 (d, 2H), A. 9 (t, IH), 7.1 (d, 2H), 7.6-8.2 (m, lOH), 8.4 
(s, IH); 

Elemental Analysis Found C, 60.7; H, 6.5; N, 13.2; 
Cj^HjgN^O^S O.SH^O requires C, 60.5; H, 6.3; N, 13.6%. 

The N- {2-amino-l-(piperidinocarbonyl)ethyl] -2-(2-naphthalene- 
sulphonamido)acetamide used as a starting material vas obtained as 
follows : - 

N-Hydroxybenzotriazole (10.16 g) and 

N-(3-dimethylaminopropyl)-N'-ethylcarbodiimide (14.7 g) were added in 

2 

turn to a stirred solution of N -benzyloxycarbonyl-DL-asparagine (20 g) 
in DMF (200 ml) which had been cooled in an ice-bath. The mixture was 
stirred at 0** to 5*^0 for 1 hour. Piperidine (7.4 ml) was added and the 
mixture vas stirred for 16 hours and allowed to warm to ambient 
temperature. The mixture was concentrated by evaporation. Water (500 
ml) was added and the precipitate was isolated and dried. There was 
thus obtained N -benzyloxycarbonyl-DL-asparagine piperidide (12 g), 
m.p. 159-162<'C. 

After repetition of the reaction, the piperidide so obtained 
(17 g) was added to a stirred solution of 

bis( trifluoroacetoxy)iodoben2ene (33 g) in a mixture of DMF (100 ml) 
and water (100 ml). Tlie mixture was stirred at ambient temperature for 
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20 minures. Triethylamine (14.2 ml) uas added and the mixture vas 
stirred for 16 hours. The mixture vas acidified by the addition of 2N 
aqueous hydrochloric acid and extracted vith ethyl acetate- The 
aqueous phase uas basified to pH8 by the addition of 2N aqueous sodium 
hydroxide solution and extracted vith ethyl acetate (3 x 60 ml). The 
extracts vere combined, washed with water, dried (MgSO^) and 
evaporated. There uas thus obtained 1- ( 3-araino-2- ( benzyloxycarbonyl- • 
amino)propionyl ] piperidine as an oil (8.12 g). 

Di-tert-butyl dicarbonate (8.75 g) and triethylamine (7.1 ml) 
uere added in turn to a stirred solution of the piperidine so obtained 
in methylene chloride (150 ml) and the mixture was stirred at ambient 
temperature for 16 hours. The mixture was partitioned between 
methylene chloride and IN aqueous citric acid solution. The organic 
phase uas washed with water, dried (MgSO^) and evaporated. The residue 
vas purified by column chromatography using a 1:1 mixture of hexane and 
ethyl acetate as eluent. There was thus obtained 

1- (2- ( ben2vloxvcarbonylamino)-3-( tert -butoxycarbonylamino)propionyl] - 
piperidine as an oil (7.98 g). 

A mixture of a portion (4.2 g) of the material so obtained, 
lOX palladium-on-carbon catalyst (0.3 g) and ethanol (100 ml) was 
stirred under an . atmosphere of hydrogen for 8 hours. The mixture was 
filtered and the filtrate was evaporated. The residue was triturated 
under diethyl ether to give 1 - f 2-amino-3- ( tert -butoxycarbonylaroino ) - 
propionyl 1 piperidine (2.3 g), m.p. 87-90''C. 

A solution of N-(2-naphthylsulphonyl) glycine (2.93 g) in DMF 
(20 ml) vas added to a stirred mixture of N-hydroxybenzotriazole (1.5 
g), N-(3-diraethylaminopropyl)-N-ethylcarbodiimide (2.16 g) and DMF (80 
ml) which had been cooled in an ice-bath. The mixture was stirred for 
1 hour. A solution of l-[2-amino-3-(tert-butoxycarbonylamino)- 
propionyl] piperidine (2.98 g) in DMF (10 ml) was added and the mixture 
was allowed to warm to ambient temperature and stirred for 16 hours. 
The mixture vas partitioned between methylene chloride and water. The 
organic phase vas "vashed with water, dried (MgSO^) and evaporated. The 
residue vas purified by column chromatography using ethyl acetate as 
eluent. There vas thus obtained N- [ 2- tert -butoxycarbonylainino) -1- 
(piperidinocarbonyl)ethyl]-2-(2-naphthalenesulphonamido)acetamide (3.2 
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g), m.p. 95-98''C. 

A portion (0.5 g) of the material so obtained vas suspended 
in ethyl acetate (25 ml) and the mixture vas cooled in an ice-bath. 
Hydrogen chloride gas vas led into the reaction mixture for 20 minutes. 
A clear solution vas formed folloved by the deposition of a 
precipitate. The solid vas isolated and dried. There vas thus 
obtained N- [ 2 -amino- 1 - ( piper idinocarbonyl ) ethyl 1 -2 - ( 2-naphthalene- 
sulphonamido )acetamide hydrochloride salt (0.3A g); 

NMR Spectrum (CD^SOCD^ + CD^CO^D) 1.2-1.6 (m, 6H) . 2.7-3.1 (m, 2H) , 
3.1-3.25 (t, 2H), 3.3-3,5 (m, 2H), 3.6 (s, 2H), 4.8-5.0 (t, IH) , 
6.5-8.1 (m, 7H), 8. A (s, IH) ; 

Elemental Analysis Found C, 50.9; H, 6.3; N. 11.8; 
C^qH^^N^O^S HCl requires C, 50,7; H, 6.1; N, II . B^l . 

The l-{A-pyridyl)piperidine-4-carbonyl chloride used as a 
starting material vas obtained as follovs:- 

Oxalyl chloride (0.14 ml) and DMF (2 drops) vere added in 
turn to a stirred solution of l-(4-pyridyl)piperidine-4-carboxylic acid 
[ Tetrahedron , 1988, 44, 7095; 0,21 gj in methylene chloride (20 ml), 
The mixture vas stirred at ambient temperature for 4 hours. The 
mixture vas evaporated and there vas thus obtained the required 
starting material vhicfi vas used vithout further purification. 

Example 2 

A solution of 2-naphthylsulphonyl chloride (0.55 g) in 
methylene chloride (10 ml) vas added to a stirred mixture, of l-(l-(4- 
pyridyl)piperidin-4-ylcarbonyl]pipera2ine trihydrochloride salt (0.85 
g), triethylamine (3,1 ml) and methylene chloride (80 ml) and the 
resultant mixture vas stirred at ambient temperature for 18 hours. The 
mixture vas partitioned betveen methylene chloride and vater. The 
organic phase vas vashed vith vater, dried (KgSO^) and evaporated. The 
residue vas purified by column chromatography using increasingly polar 
mixtures of methylene chloride and methanol (100:6 to 100:10) as 
eluent. There vas thus obtained l-(2-naphthylsulphonyl)-4- [ l-(4- 
pyridyl)piperidin-4-ylcarbonyl Jpiperazine a:5 a solid (0.727 g); 
NMR Spectrum (CD-^SOCD^) 1.4-1.65 (m, 4H), 2.75-3.05 (m, 7H), 3.5-3.7 
(m, 4H), 3.8-3.95 (m, 2H). 6,8 (d, 2H), 7.65-7.8 (m, 3H) , 8.05-8.25 (ra. 
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5H), 8.45 (d, IH); 

Elemental Analysis Found C, 63.4; H, 6-1; N, 11.5; 

^25*^28^4^3^ O.5H2O requires C, 63.4; H, 6.1; N, 11. 8Z. 

The 1- ( l-(4-pyridyl)piperidin-4-ylcarbonyl)pipera2ine used as 
a starting material was obtained as follovs:- 

Thionyl chloride (1.6 ml) vas added dropvise to a stirred 
suspension of 1- ( 4-pyridyl)piperidine-4-carboxylic acid (2.17 g) in 
methylene chloride (30 ml) and the mixture vas stirred at ambient 
temperature for 1 hour. The mixture was evaporated to give l-(4- 
pyridyl) piperidine-4-carbonyl chloride which vas used without further 
purification. 

The material so obtained was suspended in methylene chloride 
(30 ml) and triethylaraine (7.8 ml) and a solution of 

l-tert-butoxycarbonylpiperazine (2.08 g) in methylene chloride (10 ml) 
were added in turn. The mixture was stirred at ambient temperature for 
4 hours. The mixture was partitioned between methylene chloride and 
water. The organic phase was washed with water, dried (HgSO^) and 
evaporated. The residue was purified by column chromatography using 
increasingly polar mixtures of methylene chloride and methanol as 
eluent (100:5 to 100:13). There was thus obtained 
1- (tert-butoxycarbonyl ) -4- [ 1- (4-pyridyl)piperidin-4-ylcarbonyl J - 
piperazine (2.38 g). 

A saturated solution of hydrogen chloride in diethyl ether 
(25 ml) was added to a stirred solution of the 

l- tert -butoxycarbonylpiperazine so obtained in methylene chloride (120 
ml) and the mixture was stirred at ambient temperature for 18 hours. 
The mixture was evaporated and the residue vas triturated under diethyl 
ether. There vas thus obtained 1- ( 1- (4-pyridyl)piperidin-4- 
ylcarbonyl) piperazine trihydrochloride salt (2.85 g) ; 

NMR Spectrum (CD^SOCD^) 1.5-1.9 (m, 4H) , 3.0-3.2 (m, 7H) , 3.6-3.85 (ra, 
4H), 4.15-4,3 (m, -2H), 7.2 (d, 2H) , 8.2 (d, 2H). 

Example 3 

1, I'-Carbonyldiimidazole (0.089 g) and triethylaraine (0.08 
ml) were added in turn to a solution of N- ! 2-amino-l- (piperidino- 
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carbonyl ) ethyl ] -2- ( 2-naphthalenesulphonamido ) aceramido hydrochloride 
salt (0.25 g) in DHF (15 ml) which had been cooled in an ice-bath. The 
mixture was stirred for 30 minutes. l-( A-Pyridyl)pipera2ine (0.089 g) 
was added and the mixture was stirred at ambient temperature for 16 
hours. The mixture vas partitioned between ethyl acetate and water. 
The organic phase was washed with water, dried (MgSO^) and evaporated. ' 
The residue was purified by column chromatography using ethyl acetate 
as eluent. There was thus obtained 2- ( 2-naphthalenesulphonainido) • 
N- { 1-piperidinocar bony 1-2- ( 4- (4-pyridyl)piperazin-l-ylcarbonylamino] - 
ethyl ] acetamide as a foam (0.118 g); 

NMR Spectrum (CD^SOCD-j CD^CO^D) 1.3-1.6 (m, 6H), 3.0-3-1 (m, IH) , 
3.2-3.6 (m, 15H), 4,8-4.9 (m, IH) , 7.0 (d, 2H), 7.5-7.7 (m, 2H) , 
7.75-7.83 (m, IH) , 7.9-8.1 (m, 3H), 8.1-8.2 (d. 2H), 8.4 (s, IH) ; 
Elemental Analysis Found C. 58.9; H, 6.4; N, 15.3; 
^30^37^7*^5^ 0.25EtAc requires C, 59.1; H, 6.2; N, 15. 6Z. 

Example 4 

Using an analogous procedure to that described in Example 1 
except that 2- ( 1- ( 4-pyridyl)piperidin-4-yl] acetyl chloride 
hydrochloride salt was used in place of l-(4-pyridyl)piperidine-4- 
carbonyl chloride and that the product was purified by high pressure 
liquid chromatography using a 50:50:0.1 mixture of acetonitrile, water 
and trif luoroacetic acid as eluent. There was thus obtained 
2-(2-naphthalenesulphonaraido) -N-( l-piperidinocarbonyl-2- {2- [ 1- (4- 
pyridyl)piperidin-4-yl|acetamido}ethyl)acetamide as a foam in 18% 
yield; 

NMR Spectrum (CD^SOCD^ + CD^CO^D) 1.0-1.7 (m, 6H), 1.7-2.1 (m, 8H), 
3,0-3.4 (m, 9H), 3.5-3.6 (s, 2H), 4.1-4.2 (d, 2H), 4.8-4.9 (m, IH) , 
7.05-7.2 (d, 2H), 7.6-8.2 (m, 8H) , 8.4-8.5 {s, IH); 
Elemental Analysis Found C, 52.8; H, 5-4; N. 11.4; 
C-joH/nN.OcS CF.,CO^H H^O requires C, 53.0; H. 5.8; N. 10.92. 

The ;>-[ l-(4-pyridyl)piperidin-4-yiJacetyl chloride 
hydrochloride salt used as a starting material was obtained as 
follows : - 



wo 96/10022 



PCT/GB95/02285 



- 61 - 

Triethyl phosphonoacetate (19.8 ml) was added dropvise to a 
stirred suspension of sodium hydride (50Z dispersion in mineral oil, 
A. 8 g) in dimethoxyethane (300 ml) which had been cooled in an ice-bath 
and the mixture was stirred at 0* to 5*^0 for 1 hour. 

l-Benzyl-A-piperidone (17.85 ml) was added dropvise and the mixture was 
stirred at ambient temperature for 16 hours. The mixture vas 
partitioned between diethyl ether and water. The organic phase was 
washed with water and with brine, dried (MgSO^) and evaporated. The 
residue vas purified by column chromatography using a 3:2 mixture of 
hexane and ethyl acetate. There was thus obtained 
l-benzyl-4-(ethoxycarbonylmethylene)piperidine (5.52 g). 

A mixture of the material so obtained, 10^ 
palladium-on-carbon catalyst (1 g) and ethanol (250 ml) was stirred 
under an atmosphere of hydrogen for 6 hours. The mixture was filtered 
to give ethyl 2- (piperidin-4-yl)acetate as an oil (3.31 g) which vas 
used without further purification; 

NHR Spectrum (00013) 1-0-1.2 (m, 2H) , 1.25 (t, 3H) . 1.7 (s, 2H) , 1.9 
(m, IH), 2.2 (d, 2H), 2.6 (m, 2H), 3.05 (m, 2H), 4.0 (m, 2H), 

A mixture of a portion (3.25 g) of the material so obtained, 
4-chloropyridine hydrochloride (2.85 g), triethylaraine (5.28 ml) and 
xylene (100 ml) was stirred and heated to reflux for 16 hours. The 
mixture was cooled to ambient temperature and filtered. The filtrate 
was evaporated and the residue was partitioned between methylene 
chloride and water. The organic phase was washed with water, dried 
(MgSO^) and evaporated. The residue was purified by column 
chromatography using a 10:1 mixture of methylene chloride and methanol 
as eluent. There was thus obtained ethyl 2- [ 1- (4-pyridyl)piperidin- 
4-yllacetate as an oil (2.15 g). 

A mixture of the material so obtained, IN aqueous 
hydrochloric acid (35.5 ml) and dioxan (100 ml) was stirred and heated 
to 95°C for 3 hours. The mixture was evaporated and the residue was 
freeze-dried to givfe 2- ( l-(4-pyridyl)piperidin-4-yllacetic acid 
hydrochloride salt (2.3 g) , m.p. 105-108^0. 

Using an analogous procedure to that described in the portion 
of Example 1 which is concerned with the preparation of starting 
materials, the acetic acid was reacted with oxalyl chloride to give 



wo 96/10022 



PCT/GB95y02285 



- 62 - 

2- ( 1- ( 4-pyridyl)piperidin-4-yl ] acetyl chloride hydrochloride salt in 
quantitative yield. 

Example 5 

Using an analogous procedure to that described in Example 1 
except that 2-[4-(4-pyridyl)piperazin-l-yl)acetyl chloride was used in. 
place of 1- ( A-pyridyl)piperidine-4-carbonyl chloride. There vas thus 
obtained 2-(2-naphthalenesulphonainido)-N-{ l-piperidinocarbonyl-2- {2- [4- 
(4-pyridyl)pipera2in-l-yl]acetaraido}ethyl)acetajnide as a foam in 62 
yield; 

NMR Spectrum (CD^SOCD^i 1.3-1.6 (m, 6H) , 2.9-3.05 (s, 2H), 3.1-3.7 (m, 
14H). 4,8-5.0 (t, IH), 7.0-7,2 (d, 2H), 7.6-8.2 (m, 9H) , 8.4 (s, IH) ; 
Elemental Analysis Found C, 57.4; H, 6.2; N, 14.5; 
^1^39^7*^5^ l.SH^O requires C, 57.4; H, 6.5; N, 15.17., 

The 2- ( 4- ( 4-pyridyl)piperazin- 1-yl ] acetyl chloride used as a 
starting material was obtained as follovs:- 

Sodiom hydride (50/C dispersion in mineral oil, 1.9 g) vas 
added portionvise to a stirred mixture of l-(4-pyridyl)pipera2ine (3 g) 
and DHF (20 ml) and the mixture vas stirred at ambient temperature for 
1 hour, Tert -butyl bromoacetate (6.5 ml) vas added dropvise and the 
mixture vas stirred for 18 hours. The mixture vas partitioned betveen 
ethyl acetate and vater. The organic phase vas vashed vith vater, 
dried (MgSO^) and evaporated. The residue vas purified by column 
chromatography using a 17:3 mixture of methylene chloride and methanol 
as eluent. There vas thus obtained tert -butyl 
2- (4- (4-pyridyl)pipera2in-l-yl]acetate as a solid (2.85 g). 

A mixture of the material so obtained and trif luoroacetic 
acid (7 ml) vas stirred at ambient temperature for 18 hours. The 
mixture vas evaporated to give 2-(4-(4-pyridyl>piperazin-l-ylJacetic 
acid in quantitative yield; 

NMR Spectrum (CD^SQCD^) 3.35-3.5 (m, 4H) , 3.9-H.05 (m, 4H), 4,1 (s, 
2H), 7.25 (d, 2H), 8.35 (d, 2H), 

A mixture of the material so obtained (2.27 g) , oxalyl 
chloride (1.5 ml), DHF (3 drops) and methylene chloride (20 ml) vas 
stirred at ambient temperature for 4 hours. The mixture vas evaporated 
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CO give 2- ( A-(4-pyridyl)pipera2in-l-yllacetyl chloride which was used 
vithouc further purification. 

Example 6 

Triethylaniine (0.77 ml) vas added to a stirred mixture of 
ethyl 2-ainino-3- [ 1- ( A-py.ridyl)piperidin-A-ylcarbonylamino)propionate 
dihydrochloride salt (I g) , succinimido 2-(2-naphthalenesulphonainido) - 
acetate (0.92 g) and methylene chloride (50 ml) vhich had been cooled 
in an ice-bath. The mixture vas alloved to warm to ambient temperature 
and vas stirred for 4 hours. The mixture vas partitioned between 
methylene chloride and vater. The organic phase vas washed vith water, 
dried (MgSO^) and evaporated. The residue vas purified by column 
chromatography using a 4:1 mixture of ethyl acetate and methanol as 
eluent. There vas thus obtained N- ( l-ethoxycarbonyl-2- ( 1- (4-pyridyl)- 
piperidin-4-ylcarbonylamino]ethyl) -2- (2-naphthalenesulphonaInido)- 
acetamide as a foam (0.203 g); 

NHR Spectrum (CD^SOCD^) 1.1-1.2 (t, 3H) , 1.4-1.8 (m, 4H) , 2,2-2.4 (m, 
IH), 2.7-3.0 (t, 2H), 3.5 (s, 2H), 3.8-4.1 (m, 4H) , 4.2-4.4 (t, IH), 
6.7-6.8 (d, 2H), 7.6-8.3 (m, IIH), 8.4 (s, IH); 
Elemental Analysis Found C, 55.7; H, 6.0; N, 11.1; 
C^qH^^N^O^S 2H2O requires C, 55.5; H, 6.1; N, 11.67.. 

The ethyl 2-amino-3- [ 1- { 4-pyridyl) piperidin-4-ylcarbonyl- 
araino) propionate dihydrochloride salt used as a starting material was 
obtained as follows :- 

N^-BenzylQxycarbonyl-DL-asparagine (25 g) was added to a 
stirred solution of bis( trifluroacetoxy)iodoben2ene (60.6 g) in a 
mixture of DMF (350 ml) and vater (350 ml). The mixture was stirred at 
ambient temperature for 15 minutes. Pyridine (15 ml) was added and the 
mixture vas stirred for 16 hours. The mixture was evaporated and the 
residue was partitioned between water and diethyl ether. The aqueous 
layer vas evaporated to give an oil mixed vith a solid. The solid was 
isolated, washed with diethyl ether and dried. There was thus obtained 
3-amino-2-(ben2yloxycarbonylamino)propionic acid (6.3 g). 

A portion (3 g) of the material so obtained was added to a 
stirred mixture of thionyl chloride (1.01 ml) and ethanol (100 ml) 
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vhich had been cooled to -WC. The mixture vas allowed to uarra to 
ambient temperature and uas stirred for 16 hours. The mixture was 
evaporated and the residue was triturated under diethyl ether. There 
was thus obtained ethyl 3-ajnino-2-(ben2yloxycarbonylamino)propionate 
hydrochloride salt (3.45 g) ; 

NMR Spectrum (CD^SOCD^ ) 1 . 1- 1 . 25 (t, 3H) , 3.0-3.2 (m, 2H), A. 05-4. 2 (q-, 
2H), 4.3-4.5 (m, IH) , 5.1 (s, 2H) , 7.3 (m, 5H) , 7.8-7.9 (d, IH), 8.3 
(s, 2H). 

Triethylamine (0.7 ml) was added co a stirred mixture of 
ethyl 3-amino-2-(ben2yloxycarbonylamino)propionate hydrochloride salt 
(0.5 g), i-(4-pyridyl)piperidine-4-carbonyl chloride (0.45 g) and 
methylene chloride (20 ml) and the resultant mixture was stirred at 
ambient temperature for 16 hours. The mixture uas partitioned between 
methylene chloride and water. The organic phase uas washed with brine, 
dried (MgSO^) and evaporated. The residue uas purified by column 
chromatography using increasingly polar mixtures of ethyl acetate and 
methanol as eluent. There was thus obtained ethyl 

2-(ben2yloxycarbonylamino) -3- [ 1- ( 4-pyr idyl ) piper idin- 4 -ylcarbonyl- 

amino I propionate (0.5 g). 

After repetition of the previous step, a mixture of the 
material so obtained (2 g) , 10% palladium-on-carbon catalyst (0.2 g), 

IN aqueous hydrochloric acid (8.8 ml) and e-hanol (50 ml) was stirred 
under an atmosphere of hydrogen for 6 hours. The mixture was filtered 
and the filtrate was evaporated. There was thus obtained ethyl 
2 -amino- 3- [ 1 - { 4-pyridyl) piper idin-4-ylcarbonylamino] propionate 
dihydrochloride salt (2.48 g); 

NHR Spectrum {CD^SOCD^) 1.2-1.3 (t, 3H), 1.5-1.7 (m, 2H) , 1.8-2.0 (ra, 

2H), 2.6-2.7 (m, IH), 3.2-3.4 (t, 2H) , 4.0-'*. 3 (m, 6H), 7.15-7.82 (d, 

2H), 8.1-8.2 (d, 2H), 8.5-8.65 (t, IH) . 

The succinimido 2- ( 2-naphthalenesulphonamido ) acetate used as 

a starting material was obtained as follows.-- 

A solution of N, N' -dicyclohexylcarbodiimide (4.12 g) in ethyl 
acetate (50 ml) was cooled to 0^*0 and added to a stirred mixture of 
N- (2-naphthylsulphonyl)glycine (5.3 g), N-hydroxysuccinimide (2.3 g) 
and ethyl acetate which had been cooled to ()**C. The mixture was 
stirred at 0**C for 1 hour, allowed to warm to ambient temperature and 
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stirred for 16 hours. The mixture was recooled to 0**C for 1 hour and 
filtered. The filtrate was evaporated and the residue was 
recrystallised from a mixture of hexane and ethyl acetate. There was 
thus obtained the required starting material (6.2 g); 
NMR Spectrum (CD^SOCD^) 2.8 (m, AH), 4.25 (d, 2H) , 7.6-7.75 (ra, 2H), 
7.8-7.9 (m, IH), 8.0-8.2 (m, 3H), 8.45 (s, IH), 8.6 (t, IH). 

Example 7 

Using an analogous procedure to that described in Example 2, 
2-naphthylsulphonyl chloride was reacted vith ethyl 2-amino-3- [ l-(4- 
pyridyl)piperidin-4-ylcarbonylamino]propionate dihydrochloride salt to 
give ethyl 2- (2-naphthalenesulphonaraido)-3- [ 1- (4-py^idyl)pipe^idin- 
4-ylca^bonylaraino) propionate as a foam in 37Z yield; 

NMR Spectrum (CD^SOCD^) 1.1-1.2 (t, 3H), 1.3-1.7 (m, 4H) , 2.1-2.3 (m, 

IH), 2.7-2.9 (m, 2H), 3.1-3.9 (m, 6H) , 3.9-4.1 (t, IH) , 6.7-6.8 (d, 

2H), 7.6-8.2 (m, IIH), 8.35 (s, IH); 

Elemental Analysis Found C, 59.8; H, 6.4; N, 10.3; 

S6^30^4^5^ O.75H2O requires C, 59,6; H,. 6.0; N, 10.7%. 

Example 8 

A mixture of N- { l-ethoxycarbonyl-2- ( l-(4-pyridyl)piperidin-4- 
ylcarbonylaminolethyl) -2- (2-naphthalenesulphonamido)acetaraide (0,1 g) , 
methylamine (337. solution in ethanol, 0.2 ml) and ethanol (5 ml) was 
stirred at ambient temperature for 2 hours. The precipitate was 
isolated and purified by column chromatography using increasingly polar 
mixtures of ethyl acetate and methanol as eluent. There was thus 
obtained N-methyl-2- | 2- ( 2-naphthalenesulphonamido)acetamido] -3- [ l-(4- 
py^idyl)piperidin-4-ylcarbonylarainolpropionamide (0-01 g) ; 
Elemental Analysis Found C, 57.6; H, 6.1; N» 13.9; 
C^.,H^^N^Oe 0,5H^O 0.5EtOH requires C, 57,5; H, 6.1; N, 14. 3Z. 

Example 9 

A mixture of N- { l-ethoxycarbonyl-2- ( I- ( 4-pyridyl) piperidin-4- 
ylcarbonylamino ] ethyl } -2- ( 2-naphthalenesulphonaraido ) acetamide (0.15 g) , 
O.IN aqueous sodium hydroxide solution (5.3 ml) and methanol (3 ml) was 
stirred at ambient temperature for 2 hours. The basic solution was 
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neutralised by the addition of O.IN aqueous hydrochloric acid (5.3 ml) 
and evaporated. The residue vas triturated under diethyl ether. There 
vas thus obtained 2- (2-(2-naphthalenesulphonainido)acetainido J -3- ( l-(4- 
pyridyl)piperidin-4-ylcarbonylarainoJpropionic acid (0.123 g); 
NMR Spectrum (CD3SOCD3) 1.4-1.65 (m, 2H), 1.6-1.75 (m, 2H) , 2.3-2.5 (m, 
IH), 2.8-3.0 (t, 2H), 3. 25-3. A (m, 2H) , 3.85-3.95 (d, 2H), 4.0-4.15 (m',' 
IH), 6.7-6.9 {s, 2H), 7. 6-8. A (m, lOH) , 8. A (s, IH); 
Elemental Analysis Found C, 46.7; H, 4.5; 10.3; 
^26^29^5°6^ 2NaCl H^O requires C, 46.3; H, 4.6; 10. 4^. 

Example 10 

Using an analogous procedure to that described in Example 1, 
l-(4-pyridyl)piperidine-4-carbonyl chloride vas reacted vith 
1- I3-amino-2-(2-naphthalenesulphonamido)propionyl]piperidine 
hydrochloride salt to give N- [ 2- (2-naphthalenesulphonamido) -2- 

(piperidinocarbonyl) ethyl] -l-(4-pyridyl)piperidine-4-carboxaraide in \TL 
yield; 

Elemental Analysis Found C, 61.4; H, 6,8; N, 12.1; 
*^29^35^5^4^ ^2^ requires C, 61.3; H, 6,5; N, 12.3%. 

The 1 - ( 3 -amino -2 - ( 2-naphthalenesulphonamido ) propionyl J - 
piperidine hydrochloride salt used as a starting material vas obtained 
as f ollovs : - 

Triethylamine (3.1 ml) vas added to a stirred mixture of 
2-naphthylsulphonyl chloride (1.67 g), 1- [2-amino-3- ( tert- 
butoxycarbonylamino) propionyl] piperidine (2 g) and DHF (25 ml) and the 
mixture was stirred at ambient temperature for 16 hours. The mixture 
vas partitioned betveen ethyl acetate and vater. The organic phase vas 
vashed uirh brine, dried (MgSO^) and evaporated. The residue vas 
purified by column chromatography using increasingly polar mixtures of 
hexane and ethyl acetate as eluent. There was thus obtained 1- [3- tert - 
butoxycarbonylamino.) -2- (2-naphthalenesulphonamido) propionyl ) piperidine 
as a solid (2,6 g) . 

The compound so obtained vas suspended in ethyl acetate and 
the mixture vas cooled in an ice-bath. Hydrogen chloride gas vas led 
into the mixture for 1 hour. A clear solution vas formed folloved by 
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the deposition of a precipitate which was isolated. There uas thus 
obtained 1- [3-amino-2-{2"naphthalenesulphonaniido)propionyl]piperidine 
hydrochloride salt as a foam (2 g) uhich was used without further 
purification. 

Example 11 

Using an analogous procedure to that described in Example 1, 
l-(4-pyridyl)piperidine-4-carbonyl chloride was reacted with 
N- [ 2-aniino-2- ( piperidinocarbonyl) ethyl ) -2- ( 2-naphthalenesulphonajnido ) - 
acetaraide to give 2-(2-naphthalenesulphonaniido)-N- (2-piperidino- 
carbonyl-2- [ L- ( 4-pyridyl)piperidin-4-ylcarbonylajninol ethyl} acetamide in 
41Z yield, m.p. 200-202*C; 

NMR Spectrum (CD^SOCD^ + CD^CO^D) 1.1-1.8 (m, 9H), 3,0-3-6 (m, 12H) , 
4.0-4.2 (m, 2H), 4.8-5.0 (t, IH) , 7.0-7.2 (s, 2H), 7.6-7.8 (m, 2H), 
7.8-7.9 (m, IH), 8.0-8.3 (m, 5H), 8.4-8.5 (s. IH); 
Elemental Analysis Found C, 61. i; H, 6.4; N, 13.7; 
^31^38^6^5^ requires C, 61.4; H, 6.3; N, 13. 9X, 

The N- (2-amino-2-(piperidinocarbonyl)ethyl] -2-(2-naphthalene- 
sulphonamido) acetamide used as a starting material was obtained as 
follows:- 

A mixture of 1- (3-araino-2- (benzyloxycarbonylaraino) propionyl) - 
piperidine (2 g), succinimido 2- (2-naphthalenesulphonamido) acetate 
(2,4 g) and ethyl acetate (25 ml) was stirred at ambient temperature 
for 12 hours. The mixture was partitioned between ethyl acetate and 
water. The organic phase was washed with water, dried (MgSO^) and 
evaporated. The residue was purified by column chromatography using 
ethyl acetate as eluent. There was thus obtained N- [ 2- { benzyloxy- 
carbonylamino)-2-(piperidinocarbonyl)ethyl] -2- (2-naphthalene- 
sulphonamido) acetamide as a foam (1.83 g) . 

A mixture of the material so obtained, lOZ 
palladium-on-carboo catalyst (0.3 g) and ethanol (40 ml) was stirred 
under an atmosphere of hydrogen for 8 hours. The mixture was filtered 
and the filtrate was evaporated. The residue was purified by column 
chromatography using a 1:1 mixture of hexane and ethyl acetate as 
eluent. There was thus obtained N- [2-araino-2- (piperidinocarbonyl)- 
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ethyl)-2-{2-naphthalenesulphonamido)acetaniide (0.52 g) which vas used 
vithout further purification. 

Example 12 

The procedure described in Example 2 vas repeated except that 
1-naphthylsulphonyl chloride vas used in place of 2-naphthylsulphonyl ■ 
chloride. There vas thus obtained 1- ( l-naphthylsulphonyl) -A- ( 1- (4- 
pyridyl)piperidin-A-ylcarbonyl] piperazine in 52Z yield; 

NMR Spectrum (CD^SOCD^) 1.4-1.7 (m, 4H) , 2.75-2.95 (m, 3H) , 3.0-3.2 (m, 
AH), 3.45-3.65 (m, 4H) , 3.8-3.95 (m, 2H) , 6.75 (d, 2H), 7.6-7,8 (m, 
3H), 8.0-8.2 (m, 4H) , 8.35 (d, IH) , 8.7 (d, IH); 
Elemental Analysis Found C, 62.2; H, 6.1; N, 11.3; 
C^^H^qN^G^S H^O requires 62.2; H, 6.2; N, 11.6%. 

Example 13 

N-Methylraorpholine {0-095 g) and isobutyl chlorof ormate (0.13 
g) were added in turn to a stirred suspension of 

l-(2-naphthylsulphonyl)piperidine-4-carboxylic acid (0.3 g) in THF (6 
ml) which had been cooled to -10**C. The mixture vas stirred at -10**C 
for 30 minutes. A solution of 1- {4-pyridyl)pipera2ine (0.155 g) in DMF 
(3 ml) was added and the mixture vas stirred at ambient temperature for 
18 hours. The mixture vas evaporated and the residue vas purified by 
column chromatography using a 22:3 mixture of methylene chloride and 
methanol as eluent. There vas thus obtained 

1- [ 1 - ( 2-naphthylsulphonyl) piper idin-4-ylcarbonyl] -4- ( 4-pyridyl)- 
piperazine as a solid (0.07 g); 

NHR Spectrum (CD^SOCD-j) 1.5-1.75 (m, 4H), 2.3-2.45 (m, 2H), 2.5-2.65 
(m, IH). 3.5-3.75 (m, lOH), 7.05 (d, 2H), 7.6-7,75 (m, 3H) , 8.0-8.2 (ra, 
5H), 8.35 (d, IH). 

The 1- (2-naphthylsulphonyl)piperidine-4-carboxylic acid used 
as a starting material was obtained as follovs:- 

A solution of ethyl piperidine-4-carboxylate (1.02 ml) in 
methylene chloride (5 ml) vas added to a stirred mixture of 
2-naphthylsulphonyl chloride (1.5 g), triethylamine (4 ml) and 
methylene chloride (10 ml) vhich had been cooled to 5^0. The mixture 
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was stirred at ambient temperature for 18 hours. The mixture was 
evaporated and the residue vas partitioned between ethyl acetate and 
water. The organic phase was washed with 2N aqueous hydrochloric acid 
and water, dried (MgSO^) and evaporated. There was thus obtained ethyl 
l-(2-naphthylsulphonyl)piperidine-4-carboxylate (1-95 g). 

A mixture of the material so obtained, potassium hydroxide 
(0.62 g) and ethanol (18 ml) was stirred and heated to reflux for 4 
hours. The mixture was evaporated and the residue was partitioned 
between methylene chloride and water. The organic phase was dried 
(MgSO^) and evaporated. There was thus obtained 
I-(2-naphthylsulphonyl)piperidine-4-carboxylic acid (1-35 g) ; 
NtfR Spectrum (CD^SOCD^) 1.5-1.7 (m, 2H), 1.8-1.95 (m, 2H) , 2,2-2.3 (m, 
IH), 2.45-2.55 (m, 2H) , 3.5-3.6 (m, 2H), 7.65-7.8 (m, 3H) , 8.05-8,25 
(ra, 3H), 8.45 (d, IH). 

Example 14 

N,N'-Dicyclohexylcarbodiimide (0.5 g) was added to a stirred 
mixture of N-(2-amino-3-phenyipropyl)-l-(4-pyridyl)piperidine-4- 
carboxamide (1.08 g), N- (2-naphthylsulphonyl) glycine (0.85 g) 
N-hydroxybenzotriazole (0.34 g), N-methylmorpholine (0.71 ml) and DMF 
(20 ml) which had been cooled to 5^*0. The mixture was stirred at 
ambient temperature for 18 hours. The mixture was evaporated and the 
residue was purified by column chromatography using increasingly polar 
mixtures of methylene chloride and methanol (20:1 to 20:3) as eluent. 
There was thus obtained 2-(2-naphthalenesulphonaraido)-N- { l-phenyl-3- 
( I-(4-pyridyl)piperidin-4-ylcarbonylamino] prop-2-yl) acetamide as a 
solid (0.52 g); 

NHR Spectrum (CD^SOCD^) 1.5-1.7 (m, 2H) , 1.75-1.9 (m, 2H) , 2.4-2.65 (ra, 
4H), 2.9-3.4 (m. 6H) , 3.85-4.0 (m, IH) , 4.0-4.15 (m, 2H), 7.0-7.2 (m, 
6H), 7.55-7.65 (m, 3H), 7,75 (m, IH), 7.9-8.1 (m, 5H) , 8.35 (d, IH) . 

The N- ( 2-amino-3-phenylpropyl ) - 1- ( 4-pyridyl) piperidine-4- 
carboxamide used as a starting material was obtained as follows :- 

Using an analogous procedure to that described in J. Chero. 
Res. (S). 1992, 391, N~- tert-butoxycarbonyl-DL-phenylalanine was 
converted in four steps into l-amino-2-( tert-butoxycarbonylamino)-3- 
phenylpropane . 
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Using an analogous procedure to that described in the second 
paragraph of the portion of Example 2 which is concerned with the 
preparation of starting materials, l-(4-pyridyl)piperidine-4-carbonyl 
chloride was reacted with l-amino-2- ( tert-butoxycarbonylaraino)-3- 
phenylpropane to give N- [ 2- ( tert-butoxycarbonylamino) -3-phenylpropyl] - 
l-(4-pyridyl)piperidine-4-carboxamide in 39% yield. 

A mixture of the material so obtained (0.95 g) and 
trifluoroacetic acid (2 ml) was stirred at ambient temperature for 18 
hours. The mixture vas evaporated and the residue vas triturated under 
diethyl ether. There was thus obtained N-(2-amino-3-phenylpropyl)-l- 
(4-pyridyl)piperidine-4-carboxamide (0.9 g) which was used without 
further purification; 

NHR Spectrum (CD^SOCD.) 1.5-1.7 (m, 2H) , 1.85-2.0 (m, 2H), 2.75-3.0 (m, 
2H), 3.1-3.5 (m, 6H), ^. 15-4.3 (m, 2H), 7.15-7.4 (m, 7H), 8.2-8.3 (m, 
2H) . 

Example 15 

Using an analogous procedure to that described in Example 2 
except that DHF was used in place of methylene chloride as the reaction 
solvent, 1- {2- [4-(4-pyridyl)piperazin-l-yl] acetyl} piperazine vas 
reacted with 2-naphthylsulphonyl chloride to give 

l-(2-naphthylsulphonyl)-4-{2- I4-(4-pyridyl)piperazin-l-yl]acetyl) - 
piperazine in 22/C yield; 

NHR Spectrum (CD^SOCD^ + CD^CO^D) 2.4-2.5 (m, 4H), 2.9-3.05 (m. 4H) , 
3.15 (s, 2H), 3.3-3.45 (m, 4H), 3,45-3.65 (m, 4H) , 6.95 (d, 2H) , 
7.5-7.75 (m, 3H) , 7.95-8.2 (m. 5H), 8.4 (s, IH;; 
Elemental Analysis Found C, 62.1; H, 6-1; N. 14,4; 
C^gH^gNgO^S requires C, 62.6; H, 6.1; N, 14, 6Z- 

The I- {2- [ 4- 1 4-pyridyl) piperazin- l-yl j acetyl} piperazine used 
as a starting material was obtained as follows :- 

N,N '-Dicyclohexylcarbodiiraide (0.84 g) was added to a stirred 
mixture of 2- [ 4- ( 4-pyridyl ) piperazin- t-yl ] acetic acid (1 g), 
1- ( tert -butoxy carbonyl ) piperazine (0,67 g) , N-hydroxybenzotriazole 
(0.382 g), N-methylmorpholine (0.79 ml) and DMF (30 ml) which had been 
cooled to 5''C. The mixture was stirred at ambient temperature for 18 
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hours. The mixture was evaporated and the residue was purified by 
column chromatography using a 17:3 mixture of methylene chloride and 
methanol as eluent. There vas thus obtained l-{tert-butoxycarbonyl)-4- 
{2-[A-(A-pyridyl)piperazin-l-yllacetyl)pipera2ine as a foam (0.87 g). 

A mixture of a portion (0.75 g) of the material so obtained, 
trifluoroacetic acid (2 ml) and methylene chloride (5 ml) vas stirred 
at ambient temperature for 4 hours. The mixture vas evaporated to give 
1- { 2- ( 4- ( A-pyridyl ) piperazin- i-yl) acetyl) piperazine in quantitative 
yield; 

NHR Spectrum (CD^SOCD-j) 3.05-3.25 (m, 4H), 3.55-3-7 (m, 2H), 3.7-3-8 
(m, 2H), 3.9-A.l (m, 4H) , 4,3 (s, 2H) , 7.3 (d, 2H), 8.4 (d, 2H) , 9.35 
(s, 2H). 

Example 16 

Using an analogous procedure to that described in Example 1, 
l-(4-pyridyl)piperidine-4-carbonyl chloride vas reacted vith 
N- [ 3-amino- 1 - ( piper idinocarbonyl ) propyl ) -2- ( 2 -naphthalenesulphonamido ) - 
acetamide hydrochloride salt to give 2- (2-naphthalenesulphonamido) -N- 
{l-piperidinocarbonyl-3-{l-(4-pyridyl)piperidin-4-ylcarbonylamino]- 

propyl} acetamide in 17Z yield; 

NMR Spectrum (CD3SOCD3) 1.3-1.8 (m, 12H), 2.3-2.5 (m, IH) , 2.7-3.1 (ra, 
4H), 3,2-3.45 (m, 4H), 3.5-3.6 (m, 2H) , 3.8-4.0 (m, 2H), 4.6-4.7 (m, 
IH), 6.7-6.85 (m, 2H), 7.6-7.8 (m, 3H), 7,8-7,9 (m, IH), 8,0-8.35 (m, 
7H), 8.4 (s, IH); 

Elemental Analysis Found C, 59.6; H, 6.6; N, 13.0; 

C^^H.^N^OcS 1.25H^O requires C, 59.8; H, 6.6; N, 13. IZ. 
32 40 D 3 ■ ^ 

The N- [3-amino-l-(piperidinocarbonyl)propyl] -2-(2- 
naphthalenesulphonamido)acetamide hydrochloride salt used as a starting 

material vas obtained as follovs:- 

1, I'-Carbonyldiimidazole (3.95 g) vas added to a stirred 
solution of N^-benzyloxycarbonyl-DL-glutamine (8.47 g) in DHF (60 ml) 
and the mixture vas stirred at ambient temperature for 15 minutes. The 
mixture vas cooled to 5^C and piperidine (4,82 ml) vas added dropvise. 
The mixture vas alloved to varm to ambient temperature over 1 hour. 
The mixture vas partitioned betveen ethyl acetate and 2N aqueous 
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hydrochloric acid. The organic phase was vashed vith water and with 
brine, dried (MgSO^) and evaporated. The residue was purified by 
colujnn chromatography using a 9:1 mixture of ethyl acetate and methanol 
as eluent. There was thus obtained N^-benzyloxycarbonyl-DL-glutamine 
piperidide (4.78 g), m.p. 136-138**C. 

Using analogous procedures to those described in the second, * 
third and fourth paragraphs of the portion of Example 1 which is 
concerned with the preparation of starting materials, the DL-glutamine 
piperidide was converted into 1- [ 2-amino-4- ( tert -butoxycarbonvlamino) - 
butyryl] piperidine in I4X yield. 

1 , I '-Carbonyldiimidazole (0,31 g) was added to a stirred 
solution of N-(2-naphthylsulphonyl)glycine (0.446 g) in DMF (5 ml) and 
the mixture was stirred at ambient temperature for 30 minutes. The 
mixture was cooled to 5**C and 1 - { 2 - amino- 4 - ( tert - butoxycar bonylamino ) - 
butyryl) piperidine (0.546 g) was added. The mixture was stirred at 
ambient temperature for 6 hours. The mixture was partitioned between 
ethyl acetate and IM aqueous citric acid solution. The organic phase 
was washed with water and with brine, dried (MgSO^) and evaporated. 
The residue was purified by column chromatography using a 1:1 mixture 
of methylene chloride and ethyl acetate as eluent. There was thus 
obtained N- [ 3- ( tert-butoxycarbonylamino)- 1- (piperidinocarbonyl)propyl] - 
2-(2-naphthalenesulphonamido)acetamide as a solid (0.607 g). 

The material so obtained was suspended in ethyl acetate (50 
ml) and the mixture was cooled in an ice-bath. Hydrogen chloride gas 
was led into the mixture for 5 minutes, A clear solution was obtained 
followed by the deposition of a precipitate. The mixture was 
evaporated to give N- { 3-amino-l-(piperidinocarbonyl)propyl J -2-(2- 
naphthalenesulphonamido)acetamide hydrochloride salt (0.528 g) which 
was used without further purification. 

Example 17 

N- ( 3-Dimethylaminopropyl ) -N' -ethyl car bod iiraide hydrochloride 
salt (0.575 g) was added to a stirred mixture of 

{ 3S ) -3- ( 2-naphthalenesulphonamido) -3- (piperidinocarbonyl ) propionic acid 
(1.17 g), N-hydroxybenzotriazole (0.405 g) , triethylamine (0.417 ml) 
and DHF (10 ml) and the mixture was stirred at ambient temperature for 
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30 minutes. 1- ( A-Pyridyl)piperazine (0.489 g) was added and the 
mixture was stirred at ambient temperature for 16 hours. The mixture 
was partitioned between ethyl acetate and water. The organic phase was 
washed with water and with brine, dried (MgSO^) and evaporated. The 
residue was purified by column chromatography using increasingly polar 
mixtures of methylene chloride and methanol as eluent. There was thus . 
obtained 1- [ (3S)-3-(2-naphthalenesulphonamido)-3-Cpiperidinocarbonyl)- 
propionyl] -A-(4-pyridyl)pipera2ine as a solid (0.407 g); 
NHR Spectrum (CDCI3) 0.8-1.1 (m, 2H) , 1.2-1.5 (m, 4H), 2.5-2.8 (ra, 2H) , 
3.0-3.2 (m, IH), 3.2-3.45 (m, 7H), 3.5-3.7 (m, 3H), 3.75-3.9 (m, IH) , 
4.6-4.7 (m, IH), 6.2-6-4 (m, IH), 6.6-6.65 (m, 2H) , 7.5-8.0 (m, 6H),. 
8.3-8.4 (m, 2H), 8.43 (m, IH); 

Elemental Analysis Found C, 60.0; H, 6.0; N, 12.3; 
^28^33^5^4^ O.3CH2CI2 requires C, 60,4; H, 6.0; N, 12. 4Z. 

The (3S)-3- (2-naphthalenesulphonamido)-3-{piperidino- 
carbonyl)p^opionic acid used as a starting material was obtained as 
follows : - 

0 4 
N - ( tert -butoxycarbonyl ) -L-aspartic acid 0 -benzyl ester 

(16.2 g) was added portionwise to a stirred mixture of 

l,l'-carbonyldiimida2ole (8.1 g) in DMF (100 ml). The resultant 

mixture was stirred at ambient temperature for 30 minutes. The mixture 

was cooled in an ice-bath and piperidine (6 ml) was added dropwise. 

The mixture was stirred and allowed to warm to ambient temperature over 

3 hours. The mixture was partitioned between ethyl acetate and 2N 

aqueous hydrochloric acid. The organic phase was washed with water, 

dried (MgSO^) and evaporated. The residue was purified by column 

chromatography using ethyl acetate as eluent. There was thus obtained 

N^-( tert -butoxycarbonyl )-L-aspartic 1-piperidide 0 -benzyl ester (17.9 

g)- 

A portion (4.5 g) of the material so obtained was dissolved 
in ethyl acetate (75 ml) and the solution was cooled in an ice-bath. 
Hydrogen chloride gas was led into the solution for 20 minutes. The 
mixture was evaporated to give L-aspartic l-piperidide 0 -benzyl ester 
hydrochloride salt (3.6 g); 
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NHR Spectrum (CDCl^) 1.3-1.8 (m, 6H) , 3.05-3.3 (m, 2H), 3.4-3.6 (m, 
AH), 4.9-5.0 (m, IH), 5.15 (s, 2H), 7.3-7.4 (m, 5H), 8.5-8.8 (m, 3H). 

A portion (2.63 g) of the material so obtained was reacted 
vith 2-naphthylsulphonyl chloride (2 g) using an analogous procedure to 
that described in Example 2. There was thus obtained benzyl (35) -3- (2- 

naphthalenesulphonamido) -3- (piperidinocarbonyl) propionate as an oil 
(2.96 g, 82Z). 

A mixture of the material so obtained, 10% 
palladium-on-carbon catalyst (0.2 g) and ethanol (25 ml) uas stirred 
under an atmosphere of hydrogen for 6 hours. The mixture was filtered 
and the filtrate was evaporated. There uas thus obtained (3S)-3-(2- 
naphthalenesulphonamido)-3-(piperidinocarbonyl)propionic acid as a foam 
(2.2 g, 86%); 

NHR Spectrum (CDCl^) 0.8-1,1 (m, IH), 1.1-1.5 (m, 5H), 2.4-2.7 (m, 2H), 
3.0-3.4 (m, 4H), 4.7 (t, IH) , 5.3-5.7 (m, 2H), 7,5-7.7 (m, 2H), 
7.75-8.0 (m, 4H), 8.45 (s , IH) . 

Example 18 

1 , 1 '-Carbonyldiimidazole (0.307 g) was added to a solution of 
( 3S) -3- I 2- ( 2-naphthalenesulphonamido)acetaraido] -3- ( piperidinocarbonyl) - 
propionic acid (0.85 g) in DHF (10 ml) and the mixture was stirred at 
ambient temperature for 30 minutes. l-(4-Pyridyl)piperazine (0,309 g) 
was added and the mixture vas stirred at ambient temperature for 16 
hours. The mixture vas partitioned between ethyl acetate and water. 
The organic phase vas vashed with water and with brine, dried (MgSO^) 
and evaporated. The residue was purified by column chromatography 
using increasingly polar mixtures of methylene chloride and methanol as 
eluent. The material so obtained was recrystallised from acetonitrile. 
There was thus obtained 2- (2-naphthalenesulphonamido)-N- { ( 1S)-1- 
( piperidinocarbonyl) -2- I 4- ( 4-pyridyl)pipera2in- 1 -ylcarbonyl ) ethyl} - 
acetamide (0.201 g, 17%), m.p. 201-203**C; 

NHR Spectrum (CDCl^ + CD^CO^D) 1.2-1.6 (m, 6H), 2.1-2,3 (m, IH), 
2.7-2.9 (m. IH), 3.1-4.8 (m, 14H), 4.9-5.0 (m, IH) , 7,0 (d, 2H), 
7.6-7.75 (m, 2H), 7.8-7.85 (m, IH), 7.9-8.15 (m, 3H) , 8.2-8.3 (m, 2H) , 
8.4 (s, IH); 

Elemental Analysis found C, 59.9; H, 6.2; N, 14.1; 
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C,nH,,N,OcS 0.5H-0 requires C, 59.9; H, 6.2; N, U.0%. 

The (3S)-3-12-(2-naphthalenesulphonajnido)acetaraidol -3- 
(piperidinocarbonyl)propionic acid used as a starting material was 
obtained as follovs:- 

1, 1 '-Carbonyldiiraidazole (0,81 g) was added to a stirred 
mixture of N-( 2 -naphthylsulphonyl) glycine (1.33 g) and DHF (10 ml) and 
the mixture was stirred at ambient temperature for 30 minutes. 
L-Aspartic 1-piperidide 0^-benzyl ester hydrochloride salt (1.63 g) and 
triethylaraine (0.87 ml) was added in turn and the mixture was stirred 
at ambient temperature for 16 hours. The mixture was partitioned 
between ethyl acetate and water. The organic phase was washed with 
water and with brine, dried (MgSO^) and evaporated. The residue was 
purified by column chromatography using a 3:2 mixture of methylene 
chloride and ethyl acetate as eluent. There was thus obtained benzyl 
(3S)-3- [2-( 2-naphthalenesulphonamido)acetamido] -3-(piperidinocarbonyl)- 
propionate as a foam (1.59 g). 

A mixture of a portion (l.AA g) of the material so obtained, 
107. palladium-on-carbon catalyst (0.2 g) and ethanol (30 ml) was 
stirred under an atmosphere of hydrogen for 6 hours. The mixture was 
filtered and the filtrate was evaporated. The residue was purified by 
column chromatography using ethyl acetate as eluent. There was thus 
obtained ( 3S ) -3- [ 2- ( 2 -naphthalenesulphonainido) acetamido ] - 3- ( piperidino- 
carbonyl)propionic acid as an oil (0.858 g); 

NHR Spectrum (00013) l. A-1.7 (m, 6H) , 2.A-2.8 (m, 2H) , 3.4-3.6 (ra, 4H) , 
3.6-3.8 (m, 2H), 5.1-5.35 (m, IH), 6.5-6.6 (m, 2H), 7.5-7.7 (m, 2H), 
7.8-8.0 (m, 5H), 8. A (s, IH) . 

Example 19 

Using an analogous procedure to that described in Example 1, 
l-(A-pyridyl)piperidine-A-carbonyl chloride was reacted with 
l-(3-amino-2-(benzyloxycarbonylamino)propionyllpiperidine to give 
N- [2-(benzyloxycarbonylamino)-2-(piperidinocarbonyl)ethyll-l-(A- 
pyridyl)piperidine-A-carboxamide in AAa yield; 

NMR Spectrum 1.5-2.0 (m, lOH), 2. 2-2. A (m, IH), 2,8-3.0 (m, 2H) , 
3.2-3.35 (m, IH). 3.A-3.7 (m. 5H) , 3.8-3.95 (m, 2H). A.7-A.8 (m, IH) , 
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5.2 (s. 2H), 6.0-6.2 (m, IH), 6,2-6.4 (m. IH), 6.6-6.7 (m, 2H), 7.3-7.4 
(m, 5H), 8.2-8.3 (tn, 2H); 

Elemental Analysis Found C, 63.1; H, 7.4; N, 13.3; 
^27^34^5^4 ^2° ^e^^^^^s ^3.4; H, 7.2; N, 13. 7Z. 

Example 20 

A mixture of 3-(2-naphthalenesulphonajnido)propionic acid 
(prepared by the reaction of 2-naphthylsulphonyl chloride and 
3-aminopropionic acid; 0.163 g] , N-hydroxysuccinimide (0.067 g), 
N-(3-dimethylaminopropyl)-N'-ethylcarbodiimide (0.112 g) and DHF (10 
ml) vas stirred at ambient temperature for 30 minutes. A solution of 
N- [ 2 -ami no-2-{ piper idinocarbonyl) ethyl] -l-(4-pyridyl )piperidine-4- 
carboxamide (0.21 g) in DHF (2 ml) uas added and the mixture vas 
stirred at ambient temperature for 16 hours. The mixture was 
evaporated and the residue vas partitioned betveen methylene chloride 
and vater. The organic phase vas washed vith 2N aqueous sodium 
hydroxide solution and vith vater, dried (MgSO^) and evaporated. The 
residue vas purified by column chromatography using increasingly polar 
mixtures of ethyl acetate and methanol as eluent. There vas thus 
obtained 3- ( 2-naphthalenesulphonamido) -N- { 1- ( piperidinocarbonyl) -2- [ 1- 
(4-pyridyl)piperidin-4-ylcarbonylaminolethyl} propionaraide (0. 14 g) , 
m.p. 201-203*'C; 

NMR Spectrum (CD^SOCD^) 1.2-1.6 (m, lOH) , 2.1-2.3 (m, 3H), 2,6-2.8 (m, 
2H), 2.9 (t, 2H), 3.0-3.1 (m, IH), 3.3-3.5 (ra, 3H) , 3.7-3.9 (m, 2H) , 
4.7-4,8 (m, IH), 6.6-6.7 (m, 2H), 7.5-7.7 (n., 3H) , 7.7-7.8 (m, 2H) , 
7.9-8.2 (m, 6H), 8,35 (m, IH); 

Elemental Analysis Found C, 61.2; H, 6.4; N, 12.8; 
^32^40^6^5^ 0.5EtAc requires C, 61.4; H, 6,6; N, 12, 7>:. 

The N- ( 2 -amino- 2- ( piperidinocarbonyl ) ethyl ] - 1 - ( 4-pyridyl ) - 
piperidine-4-carboxamide used as a starting material vas obtained as 
f ollovs : - 

A mixture of N- (2-(ben2yloxycarbonyla.mino)-2- 
(piperidinocarbonyl) ethyl J -l-(4-pyridyl) piper idine-4-carboxamide (1.37 
g), lOX palladium-on-carbon catalyst (0.2 g) and ethanol vas stirred 
under an atmosphere of hydrogen for 1 hour. The mixture vas filtered 
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and the filtrate was evaporated. There was thus obtained the required 
starting material in 91Z yield. 

Example 21 

Using an analogous procedure to that described in Example 2, 
N- [2-amino-2-(piperidinocarbonyl)ethyl]-l-(4-pyridyl)piperidine-4- 
carboxaJnide uas reacted vith naphthalene-2-carbonyl chloride to give 
N-{l-(piperidinocarbonyl)-2-( l-(A-pyridyl)piperidin-4-ylcarbonylamino]- 
ethyl)naphthalene-2-carboxamide in 85X yield; 

NMR Spectrum (CDCI3) 1.5-2.1 (m, lOH), 2.3-2.4 (m, IH) , 2.8-3.0 (m, 
( 2H), 3.A-A.0 (m, 8H), 5.15-5.25 (m, IH) , 6.6 (m, IH), 6.85 (m, IH) , 

7.5-7.7 (m, 2H), 7.8-8.0 (m, 5H) , 8.2 {d, 2H), 8,35 (s, IH); 
Elemental Analysis Found C, 67.6; H, 7.0; N, 13-0; 
C3QH35N5O3 H^^O requires C, 67.8; H, 7.0; N, 13.17.. 

Example 22 

A solution of A-tolyl isocyanate (0.133 g) in methylene 
chloride (5 ml) vas added dropwise to a stirred solution of 
N-[2-amino-2-(piperidinocarbonyl)ethyll-l-(4-pyridyl)piperidine-4- 

carboxamide (0.359 g) in methylene chloride (10 ml). The mixture vas 
stirred at ambient temperature for 2 hours. The precipitate was 
isolated and purified by column chromatography using a 9:1 mixture of 
methylene chloride and methanol as eluent. There uas thus obtained 
N-{2-piperidinocarbonyl-2-[3-(A-tolyl)ureidolethyl}-l-(4.pyridyl)- 

piperidine-4-carboxaraide (0.13 g), m.p. 252-253*'C; 

NHR Spectrum (CD3SOCD3) 1,4-1.8 (m, lOH), 2.2 (s. 3H), 2.25 (m, IH), 
2.7-2.9 (m, 2H), 3.05-3.25 (m, 2H), 3.35-3.5 (m, 2H), 3.5-3.6 (m, 2H), 
3.75-A.O (m, 2H), 4.8-5.0 (m, IH), 6.3 (d, IH), 6.7 (m, 2H), 7.0 (d, 
2H), 7.25 (d, 2H), 7.95 (m, IH), 8.05-8.15 (m, IH) , 8.7 (s, IH); 
ElementaJ Analysis Found C, 65.8; H, 7. A; N, 16-9; 
C^^H^^n.O^ requires C, 65.8; H, 7.4; N, 17. IX. 

Example 23 

Using an analogous procedure to that described in Example 2, 
2-amino-N-{l-piperidinocarbonyl-2-[l-(4-pyridyl)piperidin-4- 
ylcarbonylamino) ethyl }acetamide hydrochloride salt vas reacted vith 
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A-toluenesulphonyl chloride to give N- { l-piperidinocarbonyl-2-( 
pyridyl)piperidin-A-ylcarbonylaraino ] erhyl) -2 - ( A-toluenesulphonainido) - 
acetamide in 50Z yield as a foam; 

NHR Spectrum (CD^SOCD^) 1.3-1.8 (ra, lOH) , 2. 2-2. A (m, AH), 2.7-2.9 (ra, 
2H), 3.0-3.2 (m, IH), 3.3-3.6 (ra, 12H) , 3.8-A.O (m, 2H) , A.8-A.95 (m, 
IH), 6.7-6.8 (m, 2H). 7.35 (d, 2H) , 7.6-7.7 (m, 2H) , 8.05-8.2 (m, 2H) ; 
8.25 (d, 2H). 

The 2-araino-N- { l-piperidinocar bony 1-2- ( 1- ( A-pyridyl ) - 
piperidin-A-ylcarbonylamino) ethyl} acetamide hydrochloride salt used as 
a starting material vas obtained as follows 

2- ( tert -Butoxycarbonylamino )acetic acid N-hydroxysuccinimide 
ester (obtained by the reaction of that acid and N-hydroxysucciniraide 
in the presence of dicyclohexylcarbodiiraide , 0.272 g] vas added to a . 
stirred solution of N- ( 2-aniino-2- { piperidinocarbonyl) ethyl] - l-( A- 
pyridyl )piperidine-A-carboxamide (0.359 g) in methylene chloride (5 
ml). The mixture was stirred at ambient temperature for 16 hours. The 
mixture vas partitioned between methylene chloride and 2N aqueous 
sodium hydroxide solution. The organic phase uas washed with water, 
dried (MgSO^) and evaporated. The material so obtained was suspended 
in methylene chloride (25 ml) and hydrogen chloride gas was led into 
the solution for 5 minutes. A clear solution was obtained followed by 
the deposition of a precipitate. The mixture was evaporated to give 
the required starting material. 

Example 2 A 

I , 1 '-Carbonyldiimidazole (0.11 g) was added to a stirred 
solution of 2-(2-naphthalenesulphonamido)acetic acid (0.182 g) in DMF 
(2 ml) which had been cooled to 5**C- The mixture was stirred at 5°C 
for 30 minutes. A solution of 1- { A-amino- A- (piperidinocarbonyl ) - 
butyryl J -A- ( A-pyridyl)piperazine (0.2A7 g) in DMF (3 ml) was added and 
the mixture vas stirred at ambient temperature for 16 hours. The 
mixture was partitioned between ethyl acetate and water. The organic 
phase was washed with water, dried (HgSO^) and evaporated. The residue 
was purified by column chromatography using a 95:5:0.5 mixture of ethyl 
acetate, methanol and aqueous ammonium hydroxide as eluent. There was 
thus obtained 2- (2-naphthalenesulphonamido)-N- [ l-piperidinocarbonyl-3- 
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( 4- ( A-pyridyl ) piperazin- l-ylcarbonyl ] propyl] acetamide (0.14 g) ; 
NHR Spectrum (CD^SOCD^) 1.4-1.7 (m, 7H) , 1.8-1.95 (ra, IH), 2.1-2.4 (m, 
2H), 3.2-3.6 (ra, 14H), 4.65-5.75 (m, IH), 6.8 (d, 2H), 7.6-7.75 (m, 
2H), 7.8-7.9 (m, IH), 7.9-8.2 (m, 7H). 8.45 (s, IH). 

The 1- [ 4-amino-4- (piperidinocarbonyl ) butyryl ] -4- (4-pyridyl) - • 
piperazine used as a starting material was obtained as follows :- 

A solution of piperidine {0.85 g) in methylene chloride (5 

2 

ml) was added dropwise to a solution of N -benzyloxycarbonyl-DL- 
glutamic anhydride f J. Chem. Soc. , 1950, 1954; 2.63 gj in methylene 
chloride (20 ml) which had been cooled to 0*C. The mixture was stirred 
at 0°C for 1 hour. The mixture was extracted with ethyl acetate. The 
extract was acidified by the addition of concentrated hydrochloric 
acid, washed with water, dried (MgSO^) and evaporated. The residue was 
purified by column chromatography using increasingly polar mixtures of 

ethyl acetate, acetic acid and methanol as eluent (99:1:0 to 99:1:5). 

2 1 . . . 

There was thus obtained N -benzyloxycarbonyl-DL-glutamic C -piperidide 

(0,78 g), m.p. 92-93^C. 

A portion (0.7 g) of the material so obtained was dissolved 
in DHF (10 ml) and cooled in an ice-bath. 1 , 1 '-Carbonyldiimidazole 
(0.325 g) was added and the mixture was stirred at 5*C for 30 minutes. 
A solution of 1- ( 4-pyridyl)piperazine (0.327 g) in DMF (2 ml) was added 
and the mixture was stirred at ambient temperature for 3 hours. The 
mixture was partitioned between ethyl acetate and water. The organic 
phase was washed with water, dried (MgSO^) and evaporated. There was 
thus obtained 1 - [ 4 - ( benzyloxycarbonylamino ) -4- (piperidinocarbonyl ) - 
butyryl] -4- (4-pyridyl)piperazine (0.55 g) . 

A portion (0.4 g) of the material so obtained, lOZ 
palladiuin-on-carbon catalyst (0.1 g) and ethanol (20 ral) was stirred 
under an atmosphere of hydrogen for 6 hours. The mixture was filtered 
and the filtrate was evaporated. There was thus obtained 1- [4-araino-4- 
(piperidinocarbonyl)butyryl)-4-(4-pyridyl)piperazine (0.26 g); 
NHR Spectrum (CDCI3 + CD3SOCD3) 1.4-1.7 (m, 6H), 1.9-2,1 (ra, IH), 
2.3-2.6 (m, 2H), 2.7-2.8 (m, IH), 3.2-3.8 (m, 12H) , 6.65 (d, 2H) , 8.3 
(d, 2H). 
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Example 25 

Using an analogous procedure to that described in Example 1, 
2-[4-(A-pyridyl)pipera2in-l-yl)acetyl chloride was reacted vith N-(3- 
aminopropyl ) naphthalene-2-sulphonamide to give N- { 3- ( 2-naphthalene- 
sulphonaraido) propyl J -2- | 4- ( 4-pyridyl) piperazin-l-yl ) acetamide in 34Z 
yield; 

HHR Spectrum (CD^SOCD^) 1.5-1.7 (m, 2H) , 2.75-2.9 (t, 2H), 2.9-3-0 (s, 
2H), 3.1-3.25 (t, 2H), 3.4-3.6 (m, 8H) , 7.6-7.9 (m, 6H), 8.0-8.2 (m, 
4H), 8.4 (s, IH), 8.7-8.8 (d, 2H); 

Elemental Analysis Found C, 61-6; H, 6.25; N, 15.0; 
^24^29^5^3^ requires C, 61.2; H, 6.2; N, 14.8%. 

The N-(3-aminopropyl)naphthalene-2-sulphonaraide used as a 
starting material was obtained by the reaction of 2-naphthylsulphonyl 
chloride (2 g) and 1 , 3-dianiinopropane (2.95 ml) in methylene chloride 
(25 ml) solution at ambient temperature for 16 hours. 

Example 26 

Using an analogous procedure to that described in Example 1, 
L- (4-pyridyl)piperidine-4-carbonyl chloride vas reacted with 
N-(piperidin-4-yl)naphthalene-2-sulphonamide hydrochloride salt to give 
4- (2-naphthalenesulphonaraido) -1- ( 1- {4-pyridyl) piperidin-4-ylcarbonyl) - 
piperidine in 2SV. yield; 

KHR Spectrum (CD^SOCD^) 1.1-1.4 (ra, 2H), 1.5-1.8 (m, 6H) , 2.6-2.8 (m, 
IH). 2.85-3.3 {m, 6H), 3.7-3.9 (m, IH), 4.0-4.2 (m, 4H) , 6.9-7.1 (d, 
2H), 7.5-7.7 (m, 2H), 7.8-8.1 (m, 6H) , 8.4 (s, IH) ; 
Elemental Analysis Found C, 62,7; H, 6.5; N, 11.0; 
^26^30^4^3^ O.SH^O requires C, 64.1; H, 6,3; 11.4::. 

The N- (piperidin-4-yl)naphthalene-2-sulphonamide 
hydrochloride salt used as a starting material vas obtained as 
follows: - 

A mixture of 4-amino- l-benzylpiperidine (1.8 ml), 
2-naphthylsulphonyl chloride (2 g), triethylaraine (3.7 ml) and 
methylene chloride (25 ml) vas stirred at ambient temperature for 16 
hours. The mixture was partitioned betveen ethyl acetate and water. 
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The organic phase vas washed with water, dried (HgSO^) and evaporated. 
The residue uas purified by column chromatography using increasingly 
polar mixtures of ethyl acetate and methanol as eluent. There vas thus 
obtained N-(l-ben2ylpiperidin-4-yl)naphthalene-2-sulphonamide (2.98 g). 

A mixture of a portion (0.5 g) of the material so obtained 
and methylene chloride (20 ml) vas cooled in an ice-bath and 
1-chloroethyl chlorof ormate (0.2 ml) vas added. The mixture vas 
stirred overnight at ambient temperature. The mixture vas evaporated. 
The residue was dissolved in methanol (5 ml) and the solution vas 
heated to reflux for 3 hours. The mixture vas evaporated and the 
residue vas purified by column chromatography using increasingly polar 
mixtures of ethyl acetate and methanol as eluent. There vas thus 
obtained N-(piperidin-4-yl)naphthalene-2-sulphonamide hydrochloride 
salt (0,2 g); 

NMR Spectrum (CD^SOCD^) 1.5-1,8 (m, 4H), 2.75-2.9 (m, 2H) , 3.05-3.2 (m, 
2H), 3. 25-3. A (m, IH) , 7.6-7.7 (m, 2H), 7.8-7.9 (m, IH), 7.9-8.15 (m, 
3H), 8.4 (s, IH). 

Example 27 

Using an analogous procedure to that described in Example 2, 
3-amino- 1 - ( 1 - ( 4-pyridyl ) piperidin-4-ylcarbonyl ] pyrrolidine 
hydrochloride salt vas reacted vith 2-naphthylsulphonyl chloride to 
give 3- ( 2-naphthalenesulphonaraido) - 1- ( 1- ( A-pyridyl)piperidin-4- 
ylcarbonyl ) pyrrolidine in 27Z yield; 

NMR Spectrum (CD^SOCD^ + CD^CO^D) 1.5-2.0 (m, 6H) , 2.75-2,9 (m, IH) , 
3.1-A.O (m, 7H), 4.0-4.3 (m, 2H) , 7.0-7.1 (m, 2H) . 7.6-7.7 (m, 2H) , 
7.9-8.0 (m, IH), 8.0-8.2 (m, 5H) , 8.5 (d, IH); 
Elemental Analysis Found C, 56.8; H, 5.5; N, 10.3; 
^25^28^4^^3 ^^2^ O.SCH^Cl^ requires C, 56.4; H, 6.1; N, 10. 3Z. 

The 3-amino- 1- [ l-( 4-pyridyl )piperidin-4-ylcarbonyl J - 
pyrrolidine hydrochloride salt used as a starting material vas obtained 
as follovs:- 

Using an analogous procedure to that described in Example 1, 
l-(4-pyridyl )piperidine-4-carbonyl chloride vas reacted vith 3-( tert - 
butoxycarbonylamino) pyrrolidine to give 3- ( tert-butoxycarbonylamino ) -1- 
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( l-(4-pyridyl)piperidin-4-ylcarbonyl) pyrrolidine in 41Z yield. 

The material so obtained vas treated with hydrogen chloride 
gas using an analogous procedure to that disclosed in the last 
paragtaph of the portion of Example 1 which is concerned vith the 
preparation of starting materials. There vas thus obtained 
3-amino-l- { l- (4-pyridyl)piperidin-4-ylcarbonyl J pyrrolidine 
hydrochloride salt in quantitative yield; 

NHR Spectrum (CD^SOCD^) 1.5-1.8 (m, 2H), 1.75-2.4 (m, 4H) , 2.8-3.0 (m, 
IH), 3.25-4.0 (m, 7H), 4.2-4.4 (d, 2H), 7.7 (d, 2H), 8.1-8.3 (d, 2H) , 
8.5-8.7 (m, 2H). 



Example 28 

The procedure described in Example 2 uas repeated except that 
8-chloronaphth-2-ylsulphonyl chloride vas used in place of 
2-naphthylsulphonyl chloride. There vas thus obtained 
l-(8-chloronaphth-2-ylsulphonyl) -4- ( 1- (4-pyridyl ) piperidin-4- 
ylcarbonyl J piperazine in 74% yield; 

NMR Spectrum (CD-^SOCD^ + CD^CO^D) 1.35-1.7 (m, 4H) , 2.85-3.15 (ra, 7H) , 
3.5-3.7 (m, 4H), 3,95-4.1 (m. 2H), 7.0 (d, 2H) , 7.75 (t, IH) , 7.85-7.95 
(m, 2H), 8.1-8.2 (m. 3H) , 8.3 (d, IH), 8.55 (s, IH); 
Elemental Analysis Found C, 59.4; H, 5.5; N, 10.9; 
^25^27^-'-^4^3^ O.5H2O requires C, 59.1; H, 5,5; N, 11. OZ. 

Example 29 

Using an analogous procedure to that described in Example 2, 
2-naphthylsulphonyl chloride vas reacted with 3-ethoxycarbonyl- 1 - [ 1- ( 4- 
pyridyl) piperi din- 4-ylcarbonyl] piperazine to give 

2-ethoxycarbonyl-l- {2-naphthylsulphonyl) -4- j 1- ( 4-pyridyl ) piper idin-4- 
ylcarbonyl ] piperazine in 31% yield; 

NMR Spectrum (CD^SOCD^, lOO^C) 1.05 (t, 3H), 1.5-1.8 (m, 4H) , 2.9-3.25 
(m, 5H), 3.35-3.5 (m, 2H), 3.7-4.15 (m, 7H), 5.5-5.7 (m, 2H) , 6.75-6.95 
(m. 2H), 7.6-7.85 (m, 3H), 8.0-8.15 (m, 5H) , 8.45 (d, IH) ; 
Elemental Analvsis Found C, 60.4; H» 6.1; N, 10.1; 
S8^32^4^5^ H^O requires C, 60.6; H, 6,1; N. 10. i::. 
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The 3-ethoxycarbonyl-l- ( l-(^-pyridyl)piperidin-4-ylcarbonyl)- 
piperazine used as a starring material uas obtained as follows :- 

Using an analogous procedure to that described in Example 1, 
l-(4-pyridyl)piperidine-4-carbonyl chloride uas reacted vith ethyl 
l-ben2ylpiperazine-2-carboxylate ( Helv, Chim, Acta . 1962, 45, 2383) to 

give l-benzyl-2-ethoxycarbonyl-4-[ l-(4-pyridyl)piperidin-4-ylcarbonyl]- 
piperazine in 67% yield. 

A mixture of the material so obtained (0.667 g), 
trifluoroacetic acid (2 ml), 10% palladium-on-carbon catalyst (0.15 g) 
and methanol (20 ml) uas stirred under 7 atmospheres pressure of 
hydrogen for 48 hours. The mixture uas filtered and evaporated. The 
residue uas partitioned betueen methylene chloride and a saturated 
aqueous sodium bicarbonare solution. The organic phase uas uashed with 
uater, dried (HgSO^) and evaporated. The residue uas triturated under 
diethyl ether to give the required starting material in quantitative 
yield; 

NMR Spectrum (CD^SOCD^) 1.2-1.4 (m, 3H), 1.8-2.0 (m, 4H), 2.7-3.55 (m, 
8H). 3.6-3.85 (m, 2H) , 3.9-4.05 (m, 2H), 4.15-4.3 (m, 2H) , 6.75 (d, 
2H), 8,3 (d, 2H). 

Example 30 

Using an analogous procedure to that described in Example 1, 
l-(4-pyridyl)piperidine-4-carbonyl chloride hydrochloride salt uas 
reacted uith N- ( 2-aminoethyl ) -2 - { 2-naphthalenesulphonaraido ) acetaraide 
hydrochloride salt to give 2- ( 2-naphthalenesulphonamido) -N- (2- ( 1- (4- 
pyridyl)piperidin-4-ylcarbonylaminoJethyl]acetamide in 49% yield, m.p. 
107-109"C; 

NMR Spectrum (CD^SOCD^) 1,4-1.6 (m, 4H), 2.2-2.4 (m, IH), 2.7-2.9 (ro, 

2H), 2.9-3.1 (m. 4H), 3.2-3.4 (m, 2H) , 3.6-4.0 (m, 2H), 6.7-6.8 (d, 

2H), 7.6-8.2 (m, IIH), 8.4 (s, IH); 

Elemental Analysis Found C, 59.7; H, 5.9; N, 14.1; 

C25H2gN^O^S O.^H^O requires C, 59.7; H,^ 5.9; N, 13.9%. 

The N- ( 2-aminoethyl ) -2- ( 2-naphthalenesulphonamido ) acetamide 
hydrochloride salt used as a starting material uas obtained as 
f ollous : - 
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1, 1 '-Carbonyidiimidazole (1.62 g) uas added to a stirred 
solution of N-(2-naphthylsulphonyl)glycine (2.65 g) in DMF (20 ml) and 
the mixture was stirred at ambient temperature for 20 minutes. The 
mixture vas cooled to 5*C and a solution of 

2-(N-tert-butoxycarbonylamino)ethylamine (1.6 g) in DMF (5 ml) vas 
added. The mixture vas stirred at ambient temperature for 2 hours. 
The mixture uas evaporated and the residue u-as partitioned between 
ethyl acetate and IM aqueous citric acid solution. The organic phase 
was washed with water, dried (MgSO^) and evaporated. The residue vas 
purified by column chromatography using increasingly polar mixtures of 
methylene chloride and ethyl acetate as eluent. There uas thus 
obtained ( 2- ( tert-butoxycarbonylamino ) ethyl ) -2- { 2-naphthalene- 
sulphonamido)acetamide (2.3 g), m.p. 150-15:!*'C. 

A portion (2 g) of the material so obtained vas suspended in 
ethyl acetate and the mixture vas cooled to S^C. Hydrogen chloride gas 
was led into the mixture for 10 minutes to give a clear solution 
followed by the deposition of a precipitate. The solid vas isolated, 
washed with diethyl ether and dried. There was thus obtained the 
required starting material (1,37 g) ; 

NMR Spectrum (CD3SOCD3) 2.7-2.9 (m, 2H) , 3.j5-3.3 (m, 2H), 3.4-3.5 (d, 
2H), 7.6-7.9 (m, 3H), 7.9-8.3 (m, 8H) , 8.45 (d, IH) . 

Example 31 

Using an analogous procedure to that described in Example 3, 
N- (2-aminoethyl) -2-(2-naphthalenesulphonamido)acetaraide hydrochloride 
salt, 1 , 1 '-carbonyldiimidazole and l-{4-pyridyl)piperazine were reacted 
to give 2-(2-naphthalenesulphonamido)-N- (2- I 4- ( 4-pyridyl)piperazin- 1- 
ylcarbonylamino) ethyl )acetamide in 107. yield; 

NMR Spectrum (CD^SOCD^ + CD^CO^D) 3.1-3.2 (m, AH), 3.4-3.6 (m, 6H), 
3.6-3.7 (m, 4H). 7,1 (d, 2H), 7.6-7.75 (m, 2H), 7.8-7.9 (m, IH) , 
8.0-8.05 (m, IH), 8.1-8.2 (m, 4H) , 8.4 (s, IH) ; 
Elemental Analysis Found C, 56.4; H, 5.9; N, 15.5; 
^24^28^6*^4^ O.5H2O O.SEtAc requires C, 56.8; H, 6.0; N, 15.32. 
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Example 32 

Triethylaraine (0.686 ml) uas added to a stirred solution of 
A-chloropyrimidine hydrochloride (0.151 g), 

2-(2-naphthalenesulphonainido)-N-{2-(piperidin-4-ylcarbonylamino)ethyl}- 
acetamide hydrochloride salt (0.453 g) and ethanol (10 ml) and the 
mixture uas stirred at ambient temperature for 4 days. The mixture vas 
partitioned between ethyl acetate and vater. The organic phase vas 
washed vith water, dried (MgSO^) and evaporated. The residue vas 
recrystallised from acetonitrile. There vas thus obtained 
2-(2'naphthalenesulphonamido)-N-{2- ( 1- (4-py^imidinyl)piperidin-4- 
ylcarbonylamino|ethyl}acetaraide (0.08 g), m.p. 178-179°C; 
NHR Spectrum (CD^SOCD^) L.3-1.6 (m, 2H) , 1.65-1.85 (m, 2H) , 2.3-2,45 
(m, IH), 2.8-3,05 (m, 6H), 3.4 (d, 2H) , 4.3-4.5 (m, 2H) , 6.8 (d, IH) , 

7.3- 7.8 (m, 3H), 7.8-7.95 (m, 2H) , 8.0 (m, 2H) , 8.1-8.2 (m, 3H) , 

8.4- 8.5 (m, 2H); 

Elemental Analysis Found C, 57.6; H, 5,7; N, 16.6; 
^24^28*^6*^4^ requires C, 58.0; H, 5.7; N, 16.9%. 

The 2-(2-naphthalenesulphonamido) -N- ( 2- ( piperidin-A- 
ylcarbonylamino) ethyl Jacetamide used as a starting material was 
obtained as follows :- 

N-Hydroxybenzotriazole (0.135 g) and 
N-(3-dimethylaminopropyl)-N'-ethylcarbodiiraide (0.191 g) were added in 
turn to a stirred solution of 1- ( tert-butoxycarbonyl)piperidine-4- 
carboxylic acid (0.229 g) in DHF (10 ml) vhich had been cooled to 0*C. 
The mixture was stirred at 0^*0 for 30 minutes. A solution of 
N- (2-aminoethyl ) -2- (2-naphthalenesulphonamido)acetainide hydrochloride 
salt (0.343 g) in DMF (5 ml) vas added, followed by triethylaroine 
(0.101 g). The resultant mixture was allowed to warm to ambient 
temperature and was stirred for 3 hours. The mixture was partitioned 
between ethyl acetate and water. The organic phase was washed in turn 
with 2N aqueous hydrochloric acid, a saturated aqueous sodium 
bicarbonate solution and brine, dried (MgSO^) and evaporated. There 
was thus obtained N- {2- ( l-( tert-butoxycarbonyl)piperidin-4-ylcarbonyl- 
aminojethyl) -2-( 2-naphthalenesulphonamido) acetamide (0.192.g), m.p. 
176-178^C. 
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The cert -bur oxycarbonyl group was removed using an analogous 
procedure to that described in the last paragraph of the portion of 
Example 30 which is concerned with the preparation of starting 
materials. There was thus obtained 2- (2-naphthalenesulphonamido)-N- 
(2-(piperidin-4-ylcarbonylamino)ethyl)acetamide hydrochloride salt in 
96Z yield. 

Example 33 

The procedure described in Example 32 vas repeated except 
that 2-amino-4-chloropyrimidine hydrochloride salt vas used in place of 
4-chloropyrimidine hydrochloride salt. There vas thus obtained 
N-{2- ( 1- (2-aminopyrimidin-4-yl)piperidin-A-ylcarbonylamino | ethyl} -2- 
(2-naphthalenesulphonamido)acecamide in 53% yield, ra.p. 197-199*C; 
NMR Spectrum (CD^SOCD^.) 1.3-1.55 (m, 2H), 1.6-J.8 (m, 2H), 2.2-2.4 (m, 
IH), 2.7-2.9 (m, 2H), 2.9-3.1 (m, AH), 3.4 :s, 2H), 4.2-4.4 (m, 2H) , 
5.9 {s, 2H), 6.0 (d, IH), 7.6-7.8 (m, 4H), 7.8-7.95 (m, 2H), 7.95-8.2 
(m, 4H) , 8.45 i s, IH) ; 

Elemental Analysis Found C, 55.9; H, 5.6; N. 19.1; 
^24^29^7^4^ requires C, 56.3; H, 5.7; N, 19.2%. 

Example 34 

The procedure described in Example 32 vas repeated except 
that 2-amino-4-chloro-6-methylpyriraidine hydrochloride vas used in 
place of 4-chloropyrimidine hydrochloride and that the reaction mixture 
vas heated to 80*^0 for 16 hours. There vas thus obtained N-{2-(l-{2- 
amino-6-methylpyriraidin-4-yl)piperldin-4-ylcarbonylamino Jethyl} -2- 
(2-naphthalenesulphonamido)acetamide in '38% yield, m.p. 225-226°C; 
NMR Spectrum 1.3-1.5 {m, 2H) , 1.6-1.8 (m, 2H) , 2.05 (s, 3H), 2.2-2.4 
(m, IH), 2.7-2.9 (m, 2H), 2.95-3.1 (m, 4H), 3.45 (s. 2H), 4.2-4.4 (m, 
2H), 5.8 (s, 2H), 5.9 (s, IH), 7.6-7.75 (m, 3H) , 7,8-8.0 (m, 2H), 
8.0-8.2 {m, 4H), 8.45 (s, IH) ; 

Elemental Analysis Found C, 57.1; H, 6.0; N, 18.4; 
C-^^H^jN^O.S requires C, 56.9; H, 5.9; N, 18, 4Z. 
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Example 35 

Using an analogous procedure to that described in Example 18, 
4- (2-(2-naphthalenesulphonamido)acetaraido] butyric acid was reacted with 
l-(4.pyridyl)pipera2ine to give 2-(2-naphthalenesulphonaraido)-N-{3-(4- 
(4-pyridyl)pipera2in-l-ylcarbonyl]propyl}acetamide in 217. yield as a 
foam; 

NHR Spectrum (CD^SOCD.^) 1.45-1.65 (ra, 2H) , 2.3 (t, 2H) , 2.9-3.1 (ro, 
2H), 3. 2-3. A (m, 4H) , 3.5-3.65 (m, 4H), 6.8 (m, 2H) , 7.6-7.75 (m, AH), 
8.0-8.3 (m, 6H). 8.45 (s, IH); 

Elemental Analysis Found C, 57.7; H, 6.1; N, 12.7; 
^25^29^5^4^ H^O O.SEtAc requires C, 58.2; H, 6.3; N, 12.6%. 

The 4- [ 2- ( 2-naphthalenesulphonamido )acetamido] butyric acid 
used as a starting material was obtained as follows :- 

Using an analogous procedure to that described in the first 
paragraph of the portion of Example 30 which is concerned with the 
preparation of starting materials, N-(2-naphthylsulphonyl) glycine was 
reacted with methyl 4-aminobutyrate to give methyl 
4-[2-(2-naphthalenesulphonamido)acetamido]butyrate in 56% yield. 

The material so obtained was hydrolysed using an analogous 
procedure to that described in Example 9. There was thus obtained the 
required starting material in 79% yield, m.p. 187-189*'C; 
NMR Spectrum (CD^SOCD^ + CD^CO^D) 1.5-1.7 (m, 2H) , 2.15 (t, 2H), 3.0 
(t, 2H). 3.5 (s, 2H), 7.6-7.8 (m, 2H), 7.8-7.9 (m, IH), 7.95-8.2 (m, 
3H), 8.5 (s, IH). 

Example 36 

N- ( 3-Dimethylaminopropyl ) -N' -ethylcarbodiimide (0.21 g) was 
added to a stirred mixture of N-(2-naphthylsulphonyl) glycine (0.265 g), 
l-(4-pyridyl)pipera2ine (0.169 g) and DMF (10 ml) which had been cooled 
to 5**C. The mixture was stirred at ambient temperature for 3 hours. 
The mixture was partitioned between ethyl acetate and water. The 
organic phase was washed with water, dried (MgSO^) and evaporated. The 
residue was purified by column chromatography using a 19:1 mixture of 
methylene chloride and methanol as eluent. There was thus obtained 
N- f 4- ( 4-pyridyl)pipera2in- l-ylcarbonylmethyl)naphthalene-2-sulphonamide 
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(0.126 g). m.p. 182-18A**C; 

NMR Spectrum (CD^SOCD^) 3.1-3.6 (m, 8H) , 3.8-3.9 (m, 2H), 6.7-6.8 (ra, 
2H), 7.6-7.75 (m, 2H), 7.75-7.9 (m, 2H), 8.0-8.2 (m, 5H), 8.45 (s, IH); 
Elemental Analysis Found C, 61.0; H, 5.3; N, 13.5; 
C2^H22N^02S requires C, 61.4; H, 5.4; N, 13.5%. 

Example 37 

Using an analogous procedure to that described in Example 36, 
4-(2-naphthalenesulphonamido) butyric acid uas reacted uith 
l-(4-pyridyl)pipera2ine to give N- {3- ( 4- ( 4-pyridyl )pipera2in- 1- 
ylcarbonyl) propyl )naphthalene-2-sulphonaniide in 15% yield as a foam; 
NMR Spectrum (CD^SOCD^) 1.7-1.9 (m, 2H) , 2.3-2.4 (t, 2H) , 2.95-3-05 (m, 
2H), 3.2-3.3 (m, 4H), 3.4-3.5 (m, 2H) , 3.6-3.75 (m, 2H) , 5.4-5.6 (d, 
JH). 6.5-6.6 (m, 2H), 7.5-7.65 (m, 2H) , 7.75-8.0 {m, 4H) , 8.2-8.3 (ra, 
2H), 8,35 (s, IH). 

The 4- (2-naphthalenesulphonamido)butyric acid used as a 
starting material uas obtained as follows :- 

Using an analogous procedure to that described in Example 2, 
2-naphthylsulphonyl chloride was reacted with methyl 4-aminobutyrate to 
give methyl 4-(2-naphthalenesulphonamido)butyrate in 94% yield. 

The material so obtained vas hydrolysed using an analogous 
procedure to that described in Example 9. There uas thus obtained the 
required starting material in 88% yield, m.p. 123-125^*0; 
NHR Spectrum (CDCl^) 1.7-1.9 (m, 2H) , 2.35 (t, 2H), 2.9-3.1 (m, 2H) , 
6.3-6.5 (ra. IH), 7.5-7,7 (m, 2H), 7.8-8.1 (m, 4H), 8.4 (s, IH) . 

Example 38 

A solution of 5-(2-pyridyl) thien-2-ylsulphonyl chloride 
[ Cher.u Abs. , 1983, 98, 215349; 0.162 g) in methylene chloride (5 ml) 
vas added to a stirred mixture of 1- [ l-(4-pyridyl)piperidin-4- 
ylcarbonyl)piperazine (0,314 g), triethylamine (0.9 ml) and methylene 
chloride (15 ml). The resultant mixture uas stirred at ambient 
termperature of 18 hours. The mixture uas partitioned betueen 
methylene chloride and uater. The organic phase uas uashed with water, 
dried (MgSO^) and evaporated. The residue uas purified by column 
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chromatography using increasingly polar mixtures of methylene chloride 
and methanol as eluent. There vas thus obtained 

1- ( 1- ( A-pyridyl )piperidin-4-ylcarbonyl J - A- ( 5- (2-pyridyl) thien- 

2- ylsulphonylJpipera2ine (0.231 g, 7AZ); 

NMR Spectrum (CD3SOCD3) l.A-1.7 (m, AH), 2.8-3.1 (m. 7H), 3.55-3.75 (m, 
AH), 3.85-3.95 (m, 2H), 6.8 (d, 2H) , 7.35-7.A5 (m, IH), 7.65 (d, IH) , . 
7.9-8.0 (m, 2H), 8.05-8.15 (m, 3H) , 8.55-8.6 (m, IH); 
Elemental Analysis found C, 57.2; H, 5.5; N, 13.9; 
^2A^27^5^3^2 ^'^^^2^ requires C, 57. A; H, 5.5; N, lA.OZ. 

Example 39 

Using an analogous procedure to that described in Example 2, 
l-f l-(A-pyridyl)piperidin-A-ylcarbonylJpiperazine vas reacted with the 
appropriate ( E) -styrenesulphonyl chloride. There were thus obtained 
the (E)-styrenes disclosed in Table I, the structures of which vere 
confirmed by NMR spectroscopy. Unless otherwise stated, the 
appropriate (E) -styrenesulphonyl chlorides vere obtained from the 
corresponding styrenes using an analogous procedure to that described 
in Note b. below Table I. 
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Table I 




1 Example 39 
1 Compound No. 


1 ^ 


1 m, p . 


1 Yield 1 

1 (^) f 


1 1^ 


J hydrogen 


gum 


27 ) 


1 2^ 


1 A-chloro 


172-173 i 


32 I 


1 3^ 


1 4 -methyl | 


223-226 1 


42 1 


1 a' 


( ?. -methyl | 


148-149 j 


37 1 


I 5^ 


1 A-fluoro 1 


L25-126 I 


55 1 


1 6^ 


1 2-chloro 1 


zoam 1 


39 1 


1 7g 


1 -l-chloro f 


foam 1 


49 1 


1 8^ 


1 3,4-dichloro | 


foam 1 


33 1 


1 9^ 


1 A-bromo | 


foam j 


54 1 


1 10^ 


1 A-trif luoromethyl | 


foam 1 


30 I 



Notes 

a. The product gave the following NMR signals (CD^SOCD^) 1.45-1,8 (m, 
4H), 2.95-3.25 (m, 7H), 3.5-3.75 (m, 4H), 4.12 (m, 2H), 7-05 (d, 2H) , 
7.38 (m, 5H), 7.75 (hi, 2H), 8.2 (d, 2H) . 

b. The product gave the folloving NMR signals (CD^SOCD-^) 1.4-1,65 (m, 
4H), 2.8-3.0 (m, 3H), 3.12 (m, 4H), 3-65 (m, 4H) , 3.92 (m, 2H) , 6.8 (d, 
2H), 7.4 (d, 2H), 7.5 (d, 2H), 7.8 (d. 2H), B.15 (d, 2H). 
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The ^-chloroscyrenesulphonyl chloride used as a starting material 
vas obtained as follovs:- 

Sulphuryl chloride (1.37 ml) vas added dropvise to DHF (1.55 ml) 
vhich was stirred and cooled to a temperature in the range 0 to 5*'C. 
The mixture vas stirred at ambient temperature for 30 minutes, 
4-Chlorostyrene (1.2 ml) vas added and the mixture vas stirred and 
heated to 90**C for 3.5 hours. The mixture vas cooled to ambient 
temperature and poured onto a mixture (25 ml) of ice and vater. The 
precipitate so formed vas isolated, vashed vith vater and dried. There 
vas thus obtained 4-chloro-p-styrenesulphonyl chloride (1.8 g); 
NHR Spectrum (CD^SOCD^) 6.95 (s, 2H), 7,4 (d, 2H), 7.55 (d, 2H). 

c. The product gave the folloving NMR signals (CD^SOCD^) l.A-1.85 (m, 
4H), 2.3 (s, 3H), 2.95-3.3 (m, 7H) , 3-6 (m, AH). 4.07 (m, 2H) , 7.0 (m, 
3H), 7.25 (m, 3H), 7.5 (d, 2H), 8.05 (d, 2H). 

d. The product gave the folloving NMR signals (CD^SQCD^) 1.45-1.75 (m, 
4H), 2.4 (s, 3H), 2.85-3.25 (m, 7H), 3.55-3.75 (m, 4H), 3.92 (ra, 2H) , 
6.8 (d, 2H), 7.1-7.4 (m, 4H) , 7.68 (m, 2H), 8.15 (d, 2H). 

e. The product gave the folloving NMR signals (CD^SOCD^) 1.45-1.75 (m, 
4H), 2.85-3.0 (m, 3H), 3.05-3.2 (m, 4H) , 3.5-3.75 (m, 4H), 3.92 (m, 
2H), 6.85 (d, 2H), 7.2-7.5 (m, 4H) , 7.85 (m, 2H), 8.15 (d, 2H). 

f. The product gave the folloving NMR signals (CD^SOCD^) 1.45-1.75 (m, 
AH), 2.85-2.95 (m, 3H) , 3.05-3.25 (m, 4H) , 3.55-3.75 (m, 4H) , 3.92 (m, 
2H), 6.8 (d, 2H), 7.4-7.7 (m, 5H), 8.0 (m, IH) , 8.1 (d, 2H). 

g. The product gave the folloving NMR signals (CD^SOCD^) 1.45-1.75 (m, 
4H), 2.85-3.0 (m, 3H), 3.0-3,2 (m, 4H), 3.55-3.75 (m, 4H) , 3.92 (m, 
2H), 6.8 (d. 2H), 7.4-7.5 (m, 4H), 7.72 (m, IH) , 7.93 (m, IH) , 8.15 (d, 
2H) . 
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h. The product gave the folloving NHR signals (CD3SOCD + CD CO D) 
1-5-1.9 (n,. 4H). 3.0-3.3 (m, 7H) . 3.55-3.75 (a,, 4H) . 4.15 (n>/2H), 7.1 
(d. 2H). 7.4 (d. 2H), 7.7 (m, 2H) , 8.1 (s. IH) . 8.15 (d, 2H). 

i. The product gave the folloving NMR signals (CD3SOCD3 + CD CO D) 
1.55-1.85 (m. 4H). 3.0-3.35 (m, 7H) . 3.6-3.75 (m, 4H) , 4.17 (I, 2H) . • 
7.1 (d, 2H), 7.15-7.5 {m, 2H) , 7.65 (tn. 4H), 8.15 (d, 2H). 

j. The product gave the following NHR signals (CD3SOCD3 + CD CO D) 
1.5-1.85 (m, 4H). 3.0-3.3 (n,. 7H) , 3.55-3.75 (m. 4H), 4.15 (n,? 2H). 7.1 
(d. 2H). 7.5 (m, 2H) , 7.8 (d, 2H), 7.95 (d, 2H). 3.15 (d, 2H) . 

Example 40 

Using an analogous procedure to that described in Example 2, 
l-[l-(4-pyridyl)piperidin-4-ylcarbonyljpipera2ine was reacted with the 
appropriate 2-naphthalenesulphonyl chloride. There were thus obtained 
the compounds disclosed in Table II, the structures of which were 
confirmed by NHR spectroscopy. Unless otherwise stated, the 
appropriate naphthylsulphonyl chlorides were obtained from the 
corresponding naphthalenes using an analogous procedure to that 
described in Note c. below Table III in Example 41. 
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Table II 



/ 



V_/ \ 




Example AO 
Compound No. 



6 

8^ 
9^ 



ID. p. 

cc) 



1 4-chloro 


1 199-203 I 


38 


1 7-chloro 


1 glass 1 


18 


7-ethoxy 


1 glass 1 


13 


6, 7-dimethoxy 


glass 1 


30 


6-chloro 


115 (decomposes) | 


82 


6-brorao 


142-145 ( 


81 


6-mechoxy 


gum I 


28 


7-methoxy | 


glass 1 


29 


6-fluoro 1 


108-111 (decomposes) | 


73 



Yield 
(2) 



Notes 



a- The product gave the following NHR signals (CD^SOCD^) 

1.35-1.65 (m, AH), 2.75-2.9 (m, 3H) , 3.0-3.15 (m, 4H) , 3.6 (m, AH), 
3.85 (m, 2H), 6.75 (d, 2H) , 7.9 (m, 3H), 8.1 (d, 2H) , 8.35 (t, 2H) , 
8.5 (s, IH). 



b. The product gave the following NHR signals (CD^SOCD^) 

1.35-1.65 (m, AH), 2.8-3.05 (m, 7H) , 3.5-3.7 (in, AH), 3.8-3.9 (m, 2H) , 
6.75 (d. 2H), 7.78 (m, 2H). 8.15 (m, AH). 8.A5 (d, IH). 
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^- The produce gave che following NMR signals (CD^SOCD^) 

1.35-1.7 (n>. 4H), 1.45 (t, 3H), 2.8-3.05 (m. 7H), 3.3 (m. 2H), 3.5-3.7 

(m, 4H), 3.83 (ra, 2H) . 4.2 (m. 2H) , 6.85 (d. 2H). 7.35 (ra, IH), 7.58 
(ID, 2H), 7.95-8.15 (m. 4H) , 8.3 (d, IH). 

^- The product gave the following NMR signals (CD^SOCD ) 

1.35-1.65 (m, 4H), 2.75-3.0- (m, 7H), 3.5-3.7 (m. 4H), 3.85 (m, 2H) , 

3.95 (s, 6H), 6.75 (d, 2H), 7.5 (s, IH) , 7.6 (m, 2H) , 7.95 (d, IH).' 
8.1 (m, 2H), 8.25 (s, IH) . 



e 

CD 



The product gave the following NMR signals (CD^SOCD + 
130020) 1.45-1.8 (m, 4H), 2.9-3.1 (m, 5H). 3.22 (n,, 2H) , 3.55-3.75 
(m, 4H), A. I (m, 2H), 7.05 (d, 2H) , 7.65-7.85 (m, 2H) , 8.1-8.25 (m, 
5H), 8.45 (s, IH); and the following analytical data: Found C, 58.9; 
H. 5.3; N, 10.9; C25H2 7C1N^03S O.2CH2CI2 requires C, 58.7; H, 5.3; N, 
10.92. 

The 6-chloro-2-naphthylsulphonyl chloride used as a starting 
material was obtained as follows :- 

A solution of sodium nitrite (2.7 g) in water (5 ml) was 
added during 2 hours to a stirred mixture of 6-amino-2-naphthalene- 
sulphonic acid (8.8 g), dilute aqueous hydrochloric acid (2.8Z 
weight/volume, 20 ml) and water (15 ml) which had been cooled to 0»C. 
The mixture was stirred at CC for 30 minutes and then poured onto a 
stirred suspension of cuprous chloride (3.96 g) in dilute aqueous 
hydrochloric acid (2.8X, 20 ml). The mixture was stored at ambient 
temperature for 18 hours. The mixture was evaporated to give 
6-chloro-2-naphthalenesulphonic acid which was used without further 
purification. 

The material was suspended in DMF (40 ml) and cooled to 5'C. 
Thionyl chloride (8.6 ml) was added dropwise and the mixture was 
stirred at S'C for 3 hours. The mixture was poured onto ice and 
extracted with methylene chloride. The organic solution was dried 
(MgSO_^) and evaporated. The residue was purified by column 
chromatography using a 20:1 mixture of hexane and ethyl acetate as 
eluent. There was thu.s obtained 6-chloro-2-naphthylsulphonyl chloride 
(2.49 g); 
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NHR Spectrum (CD3SOCD3) 7.45 (m, IH) , 7.8 (m, IH) , 7.85 (d, IH), 8.05 
(m, 2H), 8.2 (s, IH) . 



The product gave the folloving NMK signals (CD^SOCD^) 
1.35-1.65 (m, 4H), 2.75-3.05 (m. 7H), 3.5-3.7 (m, 4H) , 3.87 (m, 2H), 
6.8 (d, 2H), 7.85 (m, 2H), 8.05-8.25 (m, 4H), 8.4 (d, IH), 8.5 (d, 
IH). 

The 6-bromo-2-naphthylsulphonyl chloride used as a starting 
material vas obtained in 22% yield from 6-amino.2-naphthalenesulphoni( 
acid using an analogous procedure to that described in Note e above 
except that hydrobromic acid and cuprous bromide vere used in place oi 
hydrochloric acid and cuprous chloride respectively. The material 
gave the following NHR signals (CD^SOCD^) 7.65 (m, IH), 7.75-8.0 (m, 
3H), 8.15-8.2 (m, 2H) . 

S- The product gave the folloving NHR signals (CD^SOCD^, lOO^C) 

1.48-1.73 (m, 4H), 2.75-3.02 (m, 3H) , 3.06-3. II (t, 4H) , 3.56 (t, 4H) , 
3.76 (t, IH), 3.81 (t, IH), 3.95 (s, 3H), 6.7 (d, 2H) , 7.32 (m, IH), 
7.44 (m. IH), 7.71 (m, LH) , 8.03 (m, 2H) , 8.12 (d, 2H) , 8.31 (d. IH) . 

The 6-methoxy-2-naphthylsulphonyl chloride used as a 
starting material vas obtained as follovs:- 

A mixture of sodium 6-hydroxy-2-naphthylsulphonate (5 g) and 
DMSO (100 ml) was added to a stirred suspension of sodium hydride (602 
dispersion in mineral oil, 1 g) in DHSO (20 ml) and the mixture vas 
stirred at ambient temperature for 30 minutes. The mixture vas cooled 
to lO^C and methyl iodide (22 ml) vas added dropvise. The mixture vas 
alloved to warm to ambient temperature and vas stirred for 2 hour^. 
The mixture vas poured into acetone and the precipitate vas isolated 
and vashed in turn with acetone and diethyl ether. There vas thus 
obtained sodium 6-methoxy-2-naphthylsulphonate (3.3 g). 

Thionyl chloride (0,82 ml) vas added to a stirred solution 
of a portion (0.96 g) of the material so obtained in DHF (10 ml). The 
mixture vas stirred at ambient temperature for 2 hours. The mixture 
was poured onto ice. The precipitate vas isolated and dried. There 
vas thus obtained 6-methoxy-2-naphthylsulphonyl chloride (0.7 g) vhich 
vas used vithout further purification. 
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^' The product gave the follouing NMR signals (CD^SOCD } 

1.4-1.65 (m, AH), 2.75-3.0 (m, 7H), 3.5-3.7 (n, 4H) , 3.88 (ra, 2H) , 
6.75 (d, 2H), 7.35-7.65 (m, 3H) . 7.95-8.1 fm, 4H), 8.35 (s, IH) . 

The 7-mechoxy-2-naphthylsulphonyl chloride used as a 
starting material vas obtained from sodium 7-hydroxy-2- 
naphthylsulphonate using analogous procedures to those described in 
Note g above. 

^' The product gave the follouing NMR signals (CD^SOCD + 

CD3CO2D) i. 45-1. 8 (m, AH), 2.9-3.1 (m, 5H) , 3.22 (ra, 2H) , 3.55-3.75 
(m, 4H), A. 12 (m, 2H) , 7.1 (d, 2H) , 7.57 (m, IH) , 7.75-7.9 (m, 2H), 
8.15 (m, 2H), 8,3 (m, IH) , 8.5 (d, IH) . 

The 6-fluoro-2-naphthylsulphonyl chloride used as a starting 
material was obtained as follovs:- 

6-Amino-2-naphthalenesulphonic acid (5.41 g) was added 
portionvise during 10 minutes to a stirred suspension of nitrosonium 
tetrafluoroborate (3.12 g) in methylene chloride (100 ml) vhich had 
been cooled to 5**C. The mixture vas stirred at S^-C for 2 hours and at 
ambient temperature for 18 hours. The mixture was evaporated and 
l,2-dichloroben2ene (100 ml) vas added to the residue. The mixture 
vas stirred and heated to 150"C for 2 hours. The mixture was cooled 
to 5*^0 and thionyl chloride (3.6 ml) and DMF (iO ml) were added. The 
mixture vas stirred at ambient temperature for 18 hours. The mixture 
vas partitioned between methylene chloride and vater. The organic 
phase vas dried (MgSO^) and evaporated. The residue vas purified by 
column chromatography using a 9:1 mixture of hexane and ethyl acetate 
as eluent. There vas thus obtained 6-f luoro-2-naphthylsulphonyl 
chloride ( 1 , 53 g) ; 

NMR Spectrum (CD3SOCD3) 7.4 (m, IH) , 7.65-7.9 (m, 3H) , 8.05 (m, 2H) , 
8.2 (d, IH), 



Example 41 

Using an analogous procedure to that described in Example 2, 
l-(l-(4-pyridyl)piperidin-4-ylcarbonylJpipera2ine vas reacted vith the 
appropriate benzenesulphonyl chloride. There vere thus obtained the 
compounds disclosed in Table III, the structures of vhich vere 
confirmed by NMR spectroscopy. 
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Table III 



1 Example 41 


1 R 1 m. p. 


1 Yield 1 


1 Compound No. 


1 1 ("C) 


1 (^) 1 


1 1^ 1 


4-bromo | glass 


I 67 1 


1 2*^ i 


H-phenyl | glass 


1 64 1 


!• 3"= 1 


4-{4-chlorophenyl) | glass 


1 61 1 



Notes 

The product gave the following NHR signals (CD^SOCD^) 1.4-1.7 
(m, 4H), 2.8-3.0 (m, 7H), 3.5-3.7 (n>, 4H) , 3.8-3.95 (m, 2H) , 6.75 (d, 
2H), 7.65 (d. 2H), 7.85 (d, 2H), 8.12 (broad s, 2H). 

b- The product gave the following NHR signals (CD^SOCD^) 

1.35-1.37 (ra, 4H), 2.8-3.0 (m, 7H) , 3.5-3.7 (m, 4H), 3.88 (m, 2H) , 6.8 
(d, 2H), 7.5 (m, 3H), 7.78 (m, 4H) , 7.95 (d, 2H) , 8.1 (d, 2H) . 

c- The product gzve the following NHR signals (CD^SOCD^ + 

CD3CO2D) 1.55-1.8 (m, 4H). 2.8-3.05 (m. 3H) , 3.15 (t, 4H) , 3.6 (t, AH), 
3.85 (m. 2H), 6-75 (d, 2H), 7.55 (d, 2H) , 7.75 (d, 2H), 7.9 (d, 2H), 
8.15 (d, 2H). 

The 4 ' -chloro-4-biphenylylsulphonyl chloride used as a 
starting material was obtained as follows.-- 
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Chlorosulphonic acid (9 ml) was added dropuise to a stirred 
solution of 4-chlorobiphenyl (21 g) in chloroform (200 n.1) and the 
mixture uas stirred at ambient temperature for 30 minutes. The 
precipitate uas isolated and washed with chloroform (50 mi). There was 
thus obtained A '-chloro-4-biphenylylsulphonic acid (26.8 g). 

Thionyl chloride (0.85 ml) vas added dropvise to a stirred 
solution of A'-chloro-4-biphenylylsulphonic acid (1.7 g) in DHF (120 
ml) which had been cooled to S^C. The mixture was stirred at ambient 
temperature for 3 hours. The mixture was poured into water and the 
resultant precipitate was isolated, dissolved in diethyl ether, dried 
(MgSO^) and re-isolated by evaporation of the solvent. There was thus 
obtained 4 ' -chloro-A-biphenylylsulphonyl chloride (0.7 g) which was 
used without further purification. 

Example 42 

Using an analogous procedure to that described in Example 2, 
l-[l-(4-pyridyl)piperidin-4-ylcarbonyl]pipera2ine was reacted with 
dibenzofuran-3-sulphonyl chloride to give 1- (diben2ofuran-3- 
ylsulphonyl) -4- ( 1- ( 4-pyridyl ) piperidin-4-ylcarbonyl ) piperazine as a 
glassy solid in 75% yield; 

NHR Spectrum (CD3SOCD3:. 1.35-1.75 (m. 4H), 2.8-3.1 (m, 7H) , 3.6-3.8 (m 
^H). 3.9-4.0 (m, 2H), 6.8 (d. 2H), 7.67 (m. 2H), 7.85-8.2 (m. 5H). 8 5' 
id, IH), 8.75 (d, IH); 

Elemental Analysis Found C, 62.8; H, 5.5; N. 10.8; 
*^27"28^4°4^ 0.5H2O requires C, 63.1; H, 5.7; N, 10.9-/. 

Example 43 

A mixture of 2-ethoxycarbonyl- 1- (2-naphthylsulphonyl) -4- ( 1- 
(4-pyridyl)piperidin-4-ylcarbonyl)piperazine, 2N aqueous sodium 
hydroxide solution (0.37 ml) and methanol (4 ml) was stirred at ambient 
temperature for 3 hours. The mixture was evaporated. The residue was 
dissolved in water (4 ml) and acidified by the addition of glacial 
acetic acid. The resultant precipitate uas washed with water, dried 
and triturated under diethyl ether. There was thus obtained 
I - (2-naphthylsulphonyl ) -4- ( 1- ( 4-pyridyl)piperidin-4-ylcarbonyl ) - 
piperazine-2-carboxyiic acid (0.082 g), m.p. 188-193°C; 
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NMR Spectrum (CD^SOCD^ + CD^CO^D) 1.45-1.8 (m, 4H), 2.9-3.4 (ra, 5H) , 
3.78 (m, IH), 4.1 (m. 2H), 4.5 (ra, 2H), 7.1 (d, 2H) , 7.6-7.9 (m, 3H), 
8.0-8.2 (m, 5H), 8.45 (d, IH) ; 

Elemental Analysis Found C. 59.6; H, 5.7; N, 10.3; 
S6^28^4^5^ O.75H2O requires C, 59.8; H, 5."?; N, 10. 7Z. 

Example 44 

Using an analogous procedure to that described in Example 1, 
l-(4_pyridyl)piperidine-4-carbonyl chloride vas reacted with ethyl 

1- (2-naphthylsulphonyl)pipera2ine-3-carboxylate to give 

2- ethoxycarbonyl-4-(2-naphthylsulphonyl) -1- I l-{4-pyridyl)piperidin-4- 
ylcarbonyl jpiperazine as a glassy solid in 9% yield; 

NHR Spectrum (CD-^SOCD^) 1,3 (t, 3H), 1.65-2.1 (ra, 4H), 2.5 (m, 2H) , 
2.78 (m, IH), 3.05 (m, 2H) , 3,6-3.95 (m, 5H) , 4.2 (m, 2H), 4.4 (m, IH), 
5.07 (m, IH), 5,3 (m, IH), 6.65 (d, 2H) , 7.7 (ra, 3H), 7.98 (m, 3H), 8.2 
(d, 2H), 8.35 (d, IH) ; 

Elemental Analysis Found C, 62.3; H, 6,5; N, 10,8; 
^8^32^4*^5^ requires C, 62.7; H, 6.1; N, 10.4'/. 

The ethyl 1- (2-naphthylsulphonyl)piperazine-3-carboxylate 
used as a starting material vas prepared as follovs:- 

Using an analogous procedure to that described in Example 2, 
ethyl l-benzylpiperazine-2-carboxylate vas reacted vith 
2-naphthylsulphonyl chloride to give ethyl l-benzyl-4-(2-naphthyl- 
sulphonyl)piperazine-2-carboxylate in 93>C yield, 

1-Chloroethyl chlorof ormate (1.5 ral) was added to a solution 
of ethyl 1- benzyl -4- (2-naphthylsulphonyl) pipe razine- 2 -carboxylate (2. 44 
g) in 1 , 2-dichloroethane (50 ml) and the mixture vas stirred and heated 
to reflux for 48 hours. The mixture vas evaporated and the residue vas 
triturated under hexane. Methanol (50 ml) vas added to the resultant 
gum and the mixture vas heated to reflux for 2 hours. The mixture vas 
evaporated and the i:esidue vas partitioned betveen methylene chloride 
and vater. The organic phase vas dried (MgSO^) and evaporated. The 
residue vas purified by column chromatography using increasingly polar 
mixtures of methylene chloride and methanol as eluent. There vas thus 
obtained ethyl 1- (2-naphthylsulphonyl )piperazine-3-carboxylate as a gum 
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(1.55 g); 

NMR Spectrum (CDCI3) 1.3 (t, 3H) , 2.65-3.0 (m. 3H). 3.5 (m. 2H) , 3.75 
(m, IH), 4.2 (q, 2H), 7.7 (m, 3H) , 7.98 (m, 3H) , 8-35 (d, IH) . 

Example 45 

Using an analogous procedure to that described in Example 14, 
l-(A-pyridyl)piperazine uas reacted with l-(2-naphthylsulphonyl)- 
piperidine-3-carboxylic acid to give 1- [ l-(2-naphthylsulphonyl)- 
piperidin-3-ylcarbonyl ) -4-(4-pyridyl)piperazine as a foam in 252 yield; 
NMR Spectrum (CD3SOCD3) 0.95-1.75 (m. 6H), 2.3-2.45 (m, 2H), 2^6 (m. 
IH), 3.5-3.75 (m. 8H) , 7.05 (d, 2H) , 7.6-7.75 (m, 3H) , 8.1 (m, 5H),'8.4 
(s, IH). 

The l-(2-naphthylsulphonyl)piperidine-3-carboxylic acid used 
as a starting material was obtained as follows :- 

Using an analogous procedure to that described in Example 2, 
ethyl piperidine-3-carboxylate vas reacted uith 2-naphthylsulphonyl 
chloride to give ethyl 1- ( 2-naphthylsulphonyl ) piperidine-3-carboxylate 
in 62% yield. 

A mixture of the material so obtained (1.33 g) , potassium 
hydroxide (0.43 g) and ethanol (17 ml) uas stirred and heated to 80»C 
for 4 hours. The mixture uas evaporated. The residue uas dissolved in 
uater (5 ml) and the solution uas acidified by the addition of 2N 
aqueous hydrochloric acid. The resultant precipitate vas isolated, 
washed uith uater and dried. There uas thus obtained 
l-(2-naphthylsulphonyl)piperidine-3-carboxyLic acid (0.81 g); 
NHR Spectrum (CD3SOCD3.1 1.45-1.64 (m, 2H) , 1.8-1.95 (ra, 2H), 2.25 (m, 
IH), 2.5 (m, 2H), 3.58 (m, 2H), 7.72 (m, 3H», 8.15 (m. 3H), 8.45 (d, 
IH). 

Example 46 

Using an analogous procedure to that described in Example I 

except that DHF uas. used in place of methylene chloride as the reaction 

solvent, l-(4-pyridyl)piperidine-4-carbonyl chloride uas reacted uith 

l-(2-naphthylraethyl)-2-oxopiperazine trif luoroacetate salt to give 

l-(2-naphthylmethyl) -2-0x0-4- [1- (4-pyridyl)piperidin-A-ylcarbonyl)- 
piperazine in IB'/, yield; 
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NMR Spectrum (CD3SOCD3) 1.45-1.75 (m, 4H), 2.85-3.05 (m, 3H), 3.3 (ra, 
2H), 3.65-4,4 (m, 6H), 4.75 (s, 2H) , 6.8 (d, 2H) , 7.5 (m, 3H), 7.8 (s, 
IH), 7.9 (d, 2H), 8.1 (d, 2H) ; 

Elemental Analysis Found C, 70.6; H, 6,7; N, 12.5; 
^26^28^4°2 °-^^2° ^^^^^^^s C, 70.5; H, 6.7; N, 12. 6Z. 

The 1- (2-naphthylmethyl)-2-oxopiperazine trif luoroacetate 
salt used as a starting material vas obtained as follows 

Di-tert-butyl pyrocarbonate (7.75 g) vas added portionvise to 
a stirred mixture 2-oxopiperazine (3.23 g), potassium carbonate (4.46 
g), tert-butanol (15 ml) and water (15 ml). The mixture vas stirred at 
ambient temperature for 2 hours. The mixture vas extracted with ethyl 
acetate. The organic phase vas dried and evaporated. The residue was 
recrystallised from ethyl acetate. There vas thus obtained 
4- tert -butoxycarbonyl- 2-oxopiperazine (5.31 g), m.p, 157-159**C. 

Sodium hydride (60% dispersion in mineral oil, 0.145 g) was 
added portionvise to a stirred mixture of 4-tert-butoxycarbonyl-2- 
oxopiperazine (0.5 g) and DHF (15 ml) vhich had been cooled to 5*C. 
The mixture vas stirred at that temperature for 1.5 hours. A solution 
of 2-bromomethylnaphthalene (0.552 g) in DMF (3 ml) vas added dropwise. 
The mixture vas alloved to varm to ambient temperature and was stirred 
for 18 hours. The mixture was partitioned between methylene chloride 
and water. The organic phase vas dried (MgSO^) and evaporated. The 
residue vas purified by column chromatography using a 3:2 mixture of 
hexane and ethyl acetate as eluent. There was thus obtained 
4- tert -butoxycarbonyl- 1 - (2-naphthylme thy 1) -2-oxopiperazine as a gum 
(0,41 g). 

A mixture of the material so obtained, trif luoroacetic acid 
(1.5 ml) and methylene chloride (10 ml) vas stirred at ambient 
temperature for 18 hours. Water (0.5 ml) vas added and the mixture vas 
evaporated. There vas thus obtained l-(2-naphthylmethyl)-2- 
oxopiperaz.ine trif luoroacetate salt (0.4 g) vhich vas used vithout 
further purification; 

NMR Spectrum (CD^SOCD^) 3.4-3.5 (m, 4H), 3.9 (s, 2H), 4.8 (s, 2H) , 
7.4-7.6 (m, 3H), 7.8-8.0 (m, 4H) . 
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Example 47 

Using an analogous procedure to rhat described in Example 20, 

2-(2-(2-naphthalenesulphonamido)acetamido)-3-|l-(4-pyridyl)piperidin-A- 
ylcarbonylarainoj propionic acid was reacted with 4-methylpiperidine to 

give N-{l-(«-n.ethylpiperidin-l-ylcarbonyl)-2-Il-(A-pyridyl)piperidin-4- 

yicarbonylaraino)echyl)-2-(2-naphthalenesulphonamido)acetamide in 22X 
yield. 



Example 48 

Using an analogous procedure to that described in Example 20, 

2-(2-(2-naphthalenesulphonaraido)acetamido]-3-[l-(4-pyridyl)piperidin-4- 
ylcarbonylamino I propionic acid vas reacted with raorpholine to give 

N-fl-morpholinocarbonyl-2-(l-(4-pyridyl)piperidin-4-ylcarbonylaminoJ- 
ethyl}-2-(2-naphthalenesulphonamido)acetamide in 362 yield. 

Example 49 

Using an analogous procedure to that described in Example 1, 

l-(4-pyridyl)piperidine-4-carbonyl chloride was reacted with 

l-(2-naphthylsulphonyl)-l,4-diazepane to give 1 - ( 2-naphthylsulphonyl ) - 

4-(l-(4-pyridyl)piperidin-4-ylcarbonylJ-l,4-diazepane in 422 yield, 
m.p. 178-180»C: 

NHR Spectrum ({:D3S0CD3 + CD3CO2D) 1.5-2.0 (m, 6H) , 3.15 (m. IH) , 
3.3-3.6 (m. 5H). 3.65 (m, 2H), 3.75 (m, 2H) . 3.85 (m, IH) , 4.28 (ra, 
2H), 7.25 (m, LH) , 7.75-8.0 (m, 3H) , 8.15-8.4 (m, 5H), 8.6 (d, IH); 
Elemental Analysis Found C, 64.5; H, 6.2; N, 11.8; 
^26"30^4°3^ O.25H2O requires C, 64.6; H, 6.3; N, 11.62. 

The l-(2-naphthylsulphonyl)-l,4-diazepane used as a starting 
material was obtained as follows :- 

A solution of 2-naphthylsulphonyl chloride (2.26 g) in 

methylene chloride (5 ml) was added to a stirred solution of 

l,4-dia2epane (otherwise known as homopiperazine , 5 g) in methylene 

chloride (50 ml) which had been cooled to S'C. The mixture was stirred 

at ambient temperature for 2 hours. The mixture was partitioned 

between ethyl acetate and 2N aqueous hydrochloric acid. The aqueous 

layer was basified to pH13 by the addition of ION aqueous sodium 
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hydroxide solution and extracted with ethyl acetate. The organic phase 
was washed with water, dried (MgSO^) and evaporated to give the 
required ' starting material in 96X yield; 

NMR Spectrum (CD^SOCD^) 1.6-1.75 (m, 2H), 2.6-2.8 (m, AH), 3.2-3.4 (m, 
4H), 7.6-7.9 (m, 3H), 8.0-8.3 (m, 3H), 8.5 (s, IH). 

Example 50 

A mixture of 1- ( 4-pyridyl)pipera2ine (0.136 g), 
2,4, 5-trichlorophenyl 4- ( 2 -naphthylsulphonyl ) piperazine- 1 -carboxylate 
(0.2 g) and DMF (2 ml) was stirred and heated to 80°C for 24 hours. 
The mixture was cooled to ambient temperature and partitioned between 
ethyl acetate and water. The organic phase was washed with brine, 
dried (MgSO^) and evaporated. The residue was purified by column 
chromatography using a 19:1 mixture of methylene chloride and methanol 
as eluent. The oil so obtained was triturated under diethyl ether. 
There was thus obtained l-(2-naphthylsulphonyl)-4- [4-(4-pyridyl)- 
piperazin-l-ylcarbonyl 1 piperazine (0.139 g, 73%), m.p. 210-212*C; 
NMR Spectrum (CD^SOCD-^) 2.9-3.05 (m, 4H), 3.1-3.4 (ra, 12H) , 6.7 (d, 
2H), 7.7 (m, 3H), 8.1-8.3 (m, 5H), 8.45 (s, IH) ; 
Elemental Analysis Found C, 61.4; H, 6.0;N, 14.7; 
^24^27^5^3^ requires C, 61.9; H, 5.9; N, 15. OX. 

The 2,4, 5-trichlorophenyl 4-{2-naphthylsulphonyl)piperazine- 
1 -carboxylate used as a starting material was obtained as follows: - 

2, 4,5-Trichlorophenyl chlorof orraate (0.26 g) was added 
dropwise to a stirred mixture of l-(2-naphthylsulphonyl)piperazine 
hydrochloride salt (0.63 g), triethylamine (0.41 g) and methylene 
chloride (10 ml). The mixture was stirred at ambient temperature for 
18 hours. The mixture was partitioned between ethyl acetate and 2N 
aqueous hydrochloric acid. The organic phase was washed with water and 
with brine, dried (MgSO^) and evaporated. The residue was purified by 
column chromatography using a 1:1 mixture of hexane and methylene 
chloride as eluent. There was thus obtained the required starting 
material (0.32 g) ; • 

NMR Spectrum (CD^SOCD^) 3.0-3.2 (m, 4H). 3.5-3.8 (m. 4H), 7.65-7.8 (ra, 
4H), 7.9 (s. IH), 8.05 (m, IH), 8.2 (m, 2H) , 8.45 (s, IH) . 
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The l-(2-naphthylsulphonyl)pipera2ine hydrochloride salt used 
as a starring material vas obtained as follovs:- 

A solution of 2-naphthylsulphonyi chloride (6.12 g) in 
methylene chloride (20 ml) vas added dropuise to a stirred mixture of 
l-tert-butoxycarbonylpiperazine (5 g), triethylamine (5.63 ml) and 
methylene chloride (50 ml) which had been cooled in an ice-bath. The • 
mixture was stirred at 5" to 10-C for 4 hours. The mixture vas 
partitioned between ethyl acetate and IM aqueous citric acid solution. 
The organic phase was washed with water and with brine, dried (MgSO ) 
and evaporated. There was thus obtained 1- (tert-butoxycarbonyl)-A-(2- 
naphthylsulphonyl)piperazine as a solid (A. 84 g), m.p. 174-176"'C. 

A portion (0.25 g) of the material so obtained as suspended 
in ethyl acetate (30 ml) and the mixture was cooled in an ice-bath. 
Hydrogen chloride gas was led into the mixture for 20 minutes. The 
mixture was evaporated. There was thus obtained 
l-(2-naphthylsulphonyl)pipera2ine hydrochloride salt (0.21 g); 
NHR Spectrum (CD^SOCD^) 3.1-3.3 (m, 8H) , 7.7-7.85 (m, 3H), 8.1 (d, IH) , 
8.15-8.2 (m, 2H), 8.5 (s, IH) , 9.2-9.4 (s, IH) . 

Example 51 

Using an analogous procedure to that described in Example 1, 
l_(4_pyridyl)piperidine-4-carbonyl chloride was reacted with 
(2RS, 5SR)-2,5-dimethyl-l-(2-naphthylsulphonyl)pipera2ine to give 
{2RS, 5SR)-2 ,5-dimethyl- l-(2-naphthylsulphonyl)-4- ( I - ( A-pyridyl ) - 
piperidin-4-ylcarbonyl|piperazine in 13Z yield; 

NHR Spectrum (CDCI3) 0.85-1.03 (m, 3H), 1.1-1.4 (m, 2H), 1.65-2.1 (m, 
4H), 2.65 (m, IH), 2.90 (m, 2H) , 3.18 (m, IH) . 3.58 (m, 2H), 3.89 (m, 
2H), 4.25 (m, 2H), 6.62 (d, 2H) , 7.7 (m, 3H;-. 7.95 (ra, 3H) , 8.25 (d, 
2H), 8.39 (s, IH); 

Elemental Analysis Found C, 58.7; H, 6.2; N, 9.5; 
47"32'^4°3^ 0-9CH2C12 requires C, 58.5; H, (.0; N, .9.8Z. 

The (2RS ,_5SR) -2 , 5-dimethyl- 1 - ( 2-naphthylsulphonyl)piperazine 
used as a starting material was obtained in 502 yield by the reaction 
of (2RS,5SR)-2,5-dimethylpiperazine and 2-naphthylsulph6nyl chloride 
using an analogous procedure to that described in Example 2. 
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Example 52 

Using an analogous procedure to that described in Example 1, 
l-(4-pyridyl)piperidine-A-carbonyl chloride was reacted with 
3-methyl-l-(2-naphthylsulphonyl)pipera2ine to give 3-methyl-I-(2- 
naphthylsulphonyl)-4- | 1- ( A-pyridyl)piperidin-4-ylcarbonyl]piperazine in 
32Z yield; 

NHR Spectrum (CD^SOCD^, 100*C) 1.5-1,75 (m, AH), 2.45-2.7 (ra, 3H) , 3.19 
(m, IH), 3.57 (m, IH) , 3.75 {m, 3H) , 4.06 (d, IH) , 4.52 (m, IH) , 6.65 
(d, 2H), 7.6-7.79 (m, 3H), 8.0-8.15 (m, 5H), 8.38 (s, IH) ; 
Elemental Analysis Found C, 64.1; H, 6.4; N, 11.3; 

^26^30^4^3^ 0.25EtOAc O.I5H2O requires C, 64.4; H, 6.47; 11. IZ. 

The 3-methyl-l- (2-naphthylsulphonyl)piperazine used as a 
starting material vas obtained in quantitative yield by the reaction of 

2- methylpiperazine and 2-naphthylsulphonyl chloride using an analogous 
procedure to that described in Example 2. 

Example 53 

Using an analogous procedure to that described in Example 2, 

3- methyl-l- [ l-(4-pyridyl)piperidin-4-ylcarbonyl]pipera2ine vas reacted 
vith 2-naphthylsulphonyl chloride. The reaction mixture vas evaporated 
and the residue was partitioned between ethyl acetate and 2N aqueous 
hydrochloric acid. The aqueous layer was basified to pH14 by the 
addition of ION aqueous sodium hydroxide solution and extracted vith 
ethyl acetate. The organic phase was dried (MgSO^) and evaporated- 
There was thus obtained 2-methyl-l-(2-naphthylsulphonyl)-4- [l-(4- 
pyridyl)piperidin-4-ylcarbonyl]piperazine in 96% yield; 

NHR Spectrum (CD^SOCD^, lOO^C) 1.5-1.75 (m, 4H), 2.75-3.3 (ro, 6H), 
3.6-4.2 (ra, 6H), 6.7 (d, 2H), 7.61-7.84 (m, 3H) , 8.0-8.16 (m, 5H), 8.45 
(s, IH); 

Elemental Analysis Found C, 63-2; H, 6.5; N, 11.1; 
^26^30'^4^3^ O.8H2O requires C, 63.2; H, 6.5: N, 11. 3Z. 

The 3-methyl-l- ( l-(4-pyridyl)piperidin-4-ylcarbonyl] - 
piperazine used as a starting material was obtained in 39Z yield by the 
reaction of 1- ( 4-pyridyl)piperidine-4-carbonyl chloride and 
2-methylpipera2ine using an analogous procedure to that described in 
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Example 1 . 
Example 54 

Using an analogous procedure to that described in Example 1, 
l-(A-pyridyl)piperidine-4-carbonyl chloride was reacted with 1-[(E).A- 
chlorostyrylsulphonyll-3-methylpipera2ine. The reaction mixture was • 
evaporated and the residue was partitioned between ethyl acetate and 2N 
aqueous hydrochloric acid. The aqueous layer vas basified to pH14 by 
the addition of ION aqueous sodium hydroxide solution and extracted 
vith ethyl acetate. The organic phase vas dried (MgSO^) and 
evaporated. The residue vas purified by column chromatography using 
increasingly polar mixtures of ethyl acetate and methanol as eluent- 
There vas thus obtained A- ( ( E) -4-chlorostyrylsulphonyl J -2-methyl. 1- 
( l-{A-pyridyl)piperidin-A-ylcarbonylJpiperazine in 24% yield; 
NMR Spectrum (CD^SOCD^. lOO'C) 1.24 (d, 3H) . 1.6-1.8 (m, 4H) , 2.7 to 
3.05 (m, 5H), 3.22 (m, IH), 3.45 (m, IH), 3.62 fm, IH) , 3.84 (m, 2H) , 
4.12 (m, IH), ;.6 (m, IH), 6.71 (d, 2H). 7.L4 (d, IH) , 7.42 (d, IH) , 
7.4-7.7 (m, 4H), 8.15 (d, 2H); 

Elemental Analysis Found C, 57.6; H, 6.2; N, 10.5; 

^24^29^^\°3 0-5EtOAc O.5H2O requires C, 57.6; H, 6.3; N, 10.32. 

The i-[ (E)-4-chlorostyrylsulphonyl]-3-methylpipera2ine used 
as a starting material vas obtained in 35% yield by the reaction of 
2-methylpipera2ine and ( E) -A-chlorostyrylsulphonyl chloride using an 
analogous procedure to that described in Example 2, 

Example 55 

A mixture of 4-chloropyrimidine hydrochloride (0.151 g), 
l-(2-naphthylsulphonyl)-A-(4-piperidinylcarbonyl)pipera2ine (0.387 g) , 
triethylamine (0.202 g) and ethanol (5 ml) vas stirred and heated to 
reflux for 1 hour. The mixture vas evaporated and the residue was 
purified by column chromatography using a 19:1 mixture of methylene 
chloride and methanol as eluent. The solid so obtained vas 
recrystallised from aceronitrile . There vas thus obtained 
1- (2-naphthylsulphonyl)-4- ( 1- ( 4-pyrimidinyl ) piperidin-4-ylcarbonyl ] - 
piperazine (0.135 g, 29%), m.p. 203-205**C; 
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NHR Spectrum (CD^SOCD^) 1.38 (m, 2H) , 1.53 (m, 2H), 2.8-3.1 (m, 7H), 
3.5-3.8 (m, AH), 4.3 (m, 2H), 6.75 (d, IH), 7.7-7.85 (in, 3H), 8.05-8.3 
(m, 4H), 8.A5 (m, 2H) ; 

Elemental Analysis Found C, 61.4; H, 5.9; N, 15.1; 
''24"27S°3^ O.2H2O requires C, 61.5; H, 5.85; N. 14. 9Z. 

The 1- ( 2-naphthylsulphonyl)-4- (4-piperidinylcarbonyl) - 
piperazine used as a starting material vas obtained as follows :- 

A solution of di-tert-butyl dicarbonate (10.9 g) in methylene 
chloride (50 ml) uas added dropvise to a stirred mixture of ethyl 
piperidine-^-carboxylate (7,85 g), triethylamine (10.1 g) and methylene 
chloride (100 ml) vhich vas cooled in an ice-bath to a temperature in 
the range 5 to lO^'C. The mixture vas stirred at 5**C for 1 hour. The 
mixture vas evaporated and the residue vas partitioned between diethyl 
ether and a IM aqueous citric acid solution. The organic phase vas 
vashed with vater and vith brine, dried (MgSO^) and evaporated. There 
vas thus obtained ethyl l- tert -butoxycarbonylpiperidine-4-carboxylate 
as an oil. 

A mixture of the material so obtained, 2N aqueous sodium 
hydroxide solution (50 ml) and methanol (125 ml) vas stirred at ambient 
temperature for 1 hour. The mixture vas concentrated by evaporation of 
the bulk of the methanol and the residue vas partitioned between 
diethyl ether and IM aqueous citric acid solution. The organic phase 
was vashed vith vater and vith brine, dried (MgSO^) and evaporated. 
There vas thus obtained l- tert -butoxycarbonylpiperidine-4-carboxylic 
acid (10.6 g, 922). 

N-(3-Dimethylaminopropyl)-N'-ethylcarbodiimide (2.5 g) vas 
added to a stirred mixture of l-(2-naphthylsulphonyl) piperazine 
J3.61 g; obtained by partitioning the corresponding piperazine 
hydrochloride salt between diethyl ether and ION aqueous sodium 
hydroxide solution and drying (MgSO^) and evaporating the organic 
phase), l-tert-butoxycarbonylpiperidine-4-carboxylic acid (3 g) and DMF 
(40 ml) which had been cooled in an ice-bath. The mixture vas stirred 
at ambient temperature for 18 hours. The mixture vas partitioned 
betveen ethyl acetate and vater. The organic phase vas vashed vith 
vater and vith brine, dried (MgSO, ) and evaporated. The residue vas 
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purified by column chroraatography using ethyl acetate as eluent. There 
uas thus obtained l-(2-naphthylsulphonyl)-4-( i-terr-butoxycarbonyl- 
piperidin-4-ylcarbonyl)pipera2ine (3.79 g, 59%), m.p. 195-19700. 

A mixture of a portion (1 g) of the material so obtained and 
trifluoroacetic acid (5 ml) uas stirred at ambient temperature for 2 
hours. The mixture uas partitioned betueen methylene chloride and 2N ■ 
aqueous sodium hydroxide solution. The organic phase uas washed with 
water, dried (HgSO^) and evaporated. There uas thus obtained 

l-(2-naphthylsulphonyl)-4-(4-piperidinylcarbonyl)pipera2ine (0 61 e 
77Z); • ^' 

NMR SDectrum (CD3SOCD3) 1.2-1.5 (m, AH). 2.A-2.7 (m, 3H) , 2.8-3.1 (m, 
6H), 3.5-3.7 (m. 4H) , 7.6-7.8 (m, 3H), 8.0-8.3 (m, 3H), 8.4 (s, IH) . 

Example 56 

A mixture of 2-amino-4-chloro-6-methylpyriroidine (0.143 g) , 
l-(2-naphthylsulphonyl)-4.(4-piperidinylcarbonyl)pipera2ine (0.387 g), 
triethylamine (0.101 g) and ethanol (5 ml) uas stirred and heated to ' 
reflux for 18 hours. The mixture uas cooled to ambient temperature and 
partitioned betueen ethyl acetate and uater. The organic phase uas 
vashed uith uater. dried (MgSO^) and evaporated. The residue uas 
triturated under diethyl ether. There uas thus obtained 

4-[l-(2-amino-6-raethylpyrimidin-4-yl)piperidin-A-ylcarbonylJ-l-(2- 
naphthylsulphonyl)pipera2ine (0.29 g, 582); 

NMR Spectrum (CD3SOCD3) 1.2-1.45 (m. 2H), 1.55 (m. 2H) , 2.05 (s, 3H), 
2-8 (ra, 3H). 2.9-3.2 (m, 4H) . 3.5-3.7 (m, 4H), 4.23 (m, 2H) , 5.95 (d,' 
3H), 7.7-7.85 (m, 3H). 8.2 (m, 3H) , 8.45 (s, IH) ; 
Elementa l Analysis Found C, 60.1; H, 6.4; N, 16.6; 
^25"30"6°3^ O-SH^O requires C, 60.1; H, 6.1; N, 16.8-/. 

Example 57 

A mixture of succinimido 1- (4-pyrimidinyl)piperidine-4- 
carboxylate (0.326 g) , 1- [ (E)-4-chlorostyrylsulphonylJpipera2ine 
(0.4 g) and DMF (5 ml) vas stirred at ambient temperature for 16 hours. 
The mixture uas partitioned betueen ethyl acetate and uater. The 
organic phase vas uashed uith uater, dried (MgSO^) and evaporated. The 
residue uas purified by column chromatography using a 49:1 mixture of 
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methylene chloride and methanol as eluent. The material so obtained 
was recrystallised from acetonitrile. There was thus obtained 
1* [ (E)-^-chlorostyrylsulphonyl] -4- [ 1- ( 4-pyrimidinyl )piperidin-4- 
ylcarbonyl] piperazine (0-133 g, 22%), ra.p- 209-210**C; 

NMR Spectrum (CD^SOCD^) 1.3-1.6 (m, 2H), 1.7 (m, 2H), 2.9-3.2 (ra, 7H), 

3- 5-3.8 (m. 4H), 4.4 (m, 2H), 6.8 (d, IH), 7.4 (ra, 4H) , 7.8 (d, 2H) , 
8.15 (d, IH), 8.45 (s, IH); 

Elemental Analysis Found C, 55-2; H, 5.5; N, 14.7; 
^22^26^"*'^5^3^ requires C, 55.5; H, 5.5; N, 14.7%. 

The succinimido 1- ( 4-pyrimidinyl)piperidine-4-carboxylate 
used as a starting material vas obtained as follous:- 

Using an analogous procedure to that described in Example 32, 

4- chloropyrimidine hydrochloride vas reacted with ethyl 
piperidine-4-carboxylate to give ethyl 1- ( 4-pyriraidinyl)piperidine-4- 
carboxylate in 46% yield. 

A mixture of the material so obtained (0.5 g), 2N aqueous 
hydrochloric acid (5 ml) and THF (15 ml) vas stirred and heated to 
reflux for 18 hours. The mixture vas evaporated and the residue vas 
vashed vith ethyl acetate. There vas thus obtained 
l-(4-pyrimidinyl)piperidine-4-carboxylic acid hydrochloride salt 
(0.49 g, 95%); 

NHR Spectrum (CD^SOCD^) 1.6 (m, 2H) , 2.0 (m, 2H), 2.7 (m, IH) , 3.4 (m, 
2H), 4.5 (broad s, 2H), 7.2 (d, IH), 8.3 (d, IH), 8.8 (s, IH) . 

A mixture of the acid so obtained, N-hydroxysuccinimide 
(0.29 g), triethylamine (0.61 g), N- (3-dimethylaminopropyl) -N'- 
ethylcarbodiimide (0.48 g) and DMSO (10 ml) vas stirred at ambient 
temperature for 5 hours. The mixture. vas partitioned betveen ethyl 
acetate and vater. The organic phase vas vashed vith vater, dried 
(MgSO^) and evaporated. There vas thus obtained succinimido 
l-(4-pyrimidinyl)piperidine-4-carboxylate vhich vas used vithout 
further purification. 

The 1- I (E)-4-chlorostyrylsulphonyl] piperazine used as a 
starting material vas obtained in 42% yield by the reaction of 
piperazine and ( E) -4-chlorostyrylsulphinyl chloride using an analogous 
procedure to that described in Example 2. 
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Example 58 

Using an analogous procedure to chat described in Example 1, 
l-(4-pyridyl)piperidine-4-carbonyl chloride vas reacted vith 
1-(A '-methylbiphenyl-4-ylsulphonyl)piperazine to give 
1- ( 4 ' -methylbiphenyl-4-ylsulphonyl) -4- [ 1- ( 4-py^idyl)pipe^idin-4- 
ylcarbonyl) piperazine in 67% yield, m.p. 213-217*'C; 

NHR Spectrum (CD^SOCD^ + CD3CO2D) 1.6-1.85 (m. 4H) , 2.35 (s, 3H), 2.98 
(m, IH), 3,05-3.3 (m. 6H) , 3.55-3.65 (m, 4H), 3.95 (m, 2H), 6.95 (d, 
2H), 7.3 (d, 2H), 7.55 (d, 2H), 7.8 (m, 4H), 8.05 (d, 2H) ; 
Elemental Analysis Found C, 65.0; H, 6.3; N, 10.8; 
*^28"32^4^3^ 0-66H2O requires 65.1; H, 6-5; N, 10.8%. 

The 1- (4 '-methylbiphenyl-4-ylsulphonyl)piperazine used as a 
starting material vas prepared as follows 

A solution of 4-iodophenylsulphonyl chloride (5 g) in 
methylene chloride (150 ml) vas added dropvise to a stirred solution of 
piperazine (7.1 g) in methylene chloride (50 ml) which had been cooled 
in an ice bath. The mixture vas stirred at ambient temperature for 14 
hours. The mixture vas extracted vith 2N aqueous hydrochloric acid. 
The aqueous solution vas vashed vith ethyl acetate, basified by the 
addition of 2N aqueous sodium hydroxide solution and extracted vith 
ethyl acetate. The organic extract vas vashed vith water, dried 
(MgSO^) and evaporated. There vas thus obtained 

l-{4-iodophenylsulphonyl)piperazine (4.6 g) which vas used without 
further purification. 

A mixture of the material so obtained (0.5 g), 4-tolylboronic 
acid (0,19 g), 2M aqueous sodium carbonate solution (7.8 ml), tetrakis- 
(triphenylphosphine)palladium(O) (0.1 g), ethanol (15 ml) and toluene 
(21 ml) was stirred and heated to reflux for 5 hours. The mixture vas 
cooled to ambient temperature and partitioned between ethyl acetate and 
water. The organic phase was washed with water, dried (MgSO^) and 
evaporated. There was thus obtained l-(4 ' -methylbiphenyl-4- 
ylsulphonyl )piperazine (0.43 g); 

NtfR Spectrum (CD^SOCD^} 2.35 (s, 3H), 2.7-2.9 (m, 8H), 7.35 (d, 2H) , 
7.65 (d, 2H), 7.8 (d, 2H), 7.95 (d, 2H). 
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Example 59 

Using an analogous procedure to that described in Example 1, 
l-{A-pyridyl)piperidine-A-carbonyl chloride vas reacted vith the 
appropriate 1- (phenylsulphonyl)piperazine . There uere thus obtained 
the compounds disclosed in Table IV, the structures of vhich vere 
confirmed by NMR spectroscopy. Unless otherwise stated, the 
appropriate 1- (phenylsulphonyl)piperazine was obtained from 
l-(4-iodophenylsulphonyl)pipera2ine using an analogous procedure to 
that described in the last paragraph of the portion of Example 58 vhich 
is concerned uith the preparation of starting materials. 



/ 



N / 



Table IV 




CO — N 



\ / 



N — S O 




1 Example 59 


1 R 


1 m - p . 


1 Yield 1 


1 Compound No. 




1 (*C) 


1 C^) 1 


1 1^ 


1 4- ( 4-bromophenyl) 


203-207 


54 1 




1 4-{ 3 ,5-dichlorophenyl) 


gum 


13 1 


1 3" 


1 3- ( 4-chlorophenyl) 


foam 


12 1 


1 


1 3-phenyl i 


gum 1 


12 1 


i 5^ 


4-iodo 


glass 1 


79 1 


1 6^ 


4-(A-erhoxycarbonyl)- | 


gum j 


5 1 




phenyl) | 






1 7^ 


4 - ( A -cyanophenyl ) | 


gum 1 


3 1 


1 8^ 1 


3- (3,5-dichlorophenyl) | 


gum 1 


18 1 


1 9^ 1 


.4- ( u-nicrophenyl) | 


gum 1 


27 1 


1 loj 1 


4- ( A-chloro-2-nitro- 1 


gum 1 


19 1 


1 i 
1 1 


phenyl) 1 
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Notes 

a- The product gave the folloving NMR signals (CD^SOCD^ + 

CD^CO^D) 1.6-i.85 (m, 4H) , 2.98 (m, IH), 3.05-3-3 (m, 6H) , 3.55-3.65 
(m, 4H), 3.93 (m, 2H), 6.9 (d, 2H), 7.55-7/65 (m, AH), 7.8-7.9 (m, 4H), 
8.1 (d, 2H). 

The l-(4'-bromobiphenyl-4-ylsulphonyl)piperazine used as a 
starting material uas obtained from 4-bromobiphenyl . That compound vas 
converted into 4 ' -bromo-4-biphenylylsulphonyl chloride using analogous 
procedures to those described in Note c belov Table III in Example 41. 
The material so obtained uas reacted vith piperazine using an ajialogous 
procedure to that described in Example 2. The required starting 
material gave the folloving NHR signals (CD^SOCD^) 2.7-2.8 (m, 4H) , 
2.8-2.9 (m, 4H), 7.75 (d, 4H), 7.8 (d, 2H) , 7.95 (d, 2H) . 

b. The product gave the following NMR signals (CD^SOCD^) 
1.5-1.75 (m, 4H), 2.8-3.15 (m, 7H) , 3.55-3.65 (m, 4H) , 3.8 (m, 2H) , 6.7 
(d, 2H). 7.55 (t. IH), 7.7 (d, 2H), 7.8-7.95 (m, 4H) , 8,1 (d, 2H). 

The starting material l-(3%5'-dichlorobiphenyl-4- 
ylsulphonyl)piperazine gave the folloving NHR signals (CD^SOCD^) 
2.7-2.8 (m, 4H), 2.8-2.9 (m, 4H) , 7.65 (t, IH). 7,75-7,85 (m, 4H), 8.0 
(d, 2H). 

c. The product gave the folloving NHR signals (CD^SOCD^) 
1.55-1.75 (m, 4H), 2.7-3.05 (m, 3H) , 3.05-3.15 (m, 4H), 3.55-3.6 (m, 
4H), 3.6-3.75 (m, 2H) , 6.7 (d, 2H) , 7.5 (d, 2H) , 7.65-7.8 (m, 4H) , 7.92 
(m, 2H), 8.1 (d, 2H). 

The starting material l-(4 '-chlort)biphenyl-3-ylsulphonyl)- 
piperazine vas obtained by the reaction of 

1 - (3-bromophenylsulphonyl)piperazine (obtained by the reaction of 
piperazine and 3-bromophenylsulphonyl chloride) and 
4-chlorophenylboronic acid using an analogous procedure to that 
described in the last paragraph of the portion of Example 58 which is 
concerned vith the preparation of starting materials. The required 
starting material gave the folloving NMR signals (CD^SOCD^) 2.7-2.8 (m, 
4H), 2.8-2.9 (m, ^H), 7.6 (d, 2H), 7.7-7.8 (m, 5H) , 8.05 (m, IH). 
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^- The product gave the following NMR signals (CD^SOCD^) 1.6-1.8 

(ra. 4H), 2.98 (m, IH), 3.1-3.3 (ra, 6H), 3.55-3.65 (m, 4H) , 3.95 (m, 
2H), 6.95 (d, 2H), 7,4-7.55 (m, 3H) , 3.65-3.8 (m, 4H), 7.92 (id, 2H) , 
8.1 (d, 2H). 

®- The product gave the following NMR signals (CD^SOCD^) 

1.41-1.64 (m, 4H), 2,82-2.91 (m, 7H) , 3.54-3.62 (ra, 4H) , 3.89 (d, 2H) , 
6.78 (d, 2H), 7.49 (d, 2H), 8.02 (d, 2H), 8.10 (d, 2H). 

^- The product gave the following NMR signals (CD^SOCD^) 

1.28-1.68 (m, 7H), 2.76-3.07 (m, 7H) , 3,49-3.75 (m, 4H) , 3.8-4.07 (d, 
2H), .4.42-4.43 (m, 2H) , 6,76 (d, 2H) . 7.8-8.2 (m, lOH) . 

The starting material l-(4 '-ethoxycarbonylbiphenyl-4- 
ylsulphonyl)piperazine was obtained as follows 

A mixture of l-(4-iodophenylsulphonyl)piperazine (5 g), 
bis(tributyltin) (11 ml), tetrakis(triphenylphosphine)palladiura(0) 
(0.16 g) and toluene (200 ml) was stirred and heated to 120**C for 36 
hours. The mixture was cooled to ambient temperature and filtered. 
The filtrate was evaporated and the residue was purified by column 
chromatography using increasingly polar mixtures of methylene chloride 
and methanol as eluent. The material so obtained was dissolved in a 
mixture of methylene chloride (20 ml), methanol (5 ml) and water (0.2 
ml). Potassimn fluoride (3 g) was added and the mixture was stirred at 
ambient temperature for 1 hour. The mixture was partitioned between 
methylene chloride and water. The organic phase was washed with water, 
dried (MgSO^) and evaporated. There was thus obtained 1 4- (piperazin-l- 
ylsulphonyl ) phenyl Jtributyltin (1.5 g). 

A mixture of the material so obtained, ethyl 4-iodoben2oate 
(1-6 g), tetrakis( triphenylphosphine)palladium(O) (0.034 g) and toluene 
(50 ml) was stirred and heated to reflux for 72 hours. The mixture was 
evaporated and the solid residue was washed with a 97:3 mixture of 
methylene chloride and methanol. There was thus obtained 
l-(4'-ethoxycarbonyIbiphenyl-4-ylsulphonyl)pipera2ine (0.76 g); 
NMR Spectrum (CD3SOCD3) 1.3-1.43 (t, 3H) , 3.07-3.37 (d, 8H), 4.27-4.44 
(m, 2H), 7.65-7,97 (m, 4H), 7.97-8.15 (m, 4H). 
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g- The product gave the following NMR signals (CD-jSOCD^, lOO^'C) 

1.57-1.78 (m, AH), 2.79-3.08 (m, 3H) , 3.08-3.18 (t, 4H), 3.55-3.68 (t, 
AH), 3.75-3.82 (t, IH), 3.85 (t, IH), 6.7A (d, 2H) , 7.85-8.02 (m, 8H), 
8.1A (m, 2H). 

The l-( A'-cyanobiphenyl-A-ylsulphonyl)piperazine used as a 
starting material uras obtained by the reaction of ( A- (piperazin-l- 
ylsulphonyl) phenyl J tributyltin and A-iodobenzonitrile using an 
analogous procedure to that described in Note f immediately above. 

^- '^^^ product gave the following NMR sxgnals (CD^SOCD^, 100°C) 

1.53-1.8 (m, AH), 2.65-3.08 (m, 3H) , 3.08-3-20 (t, AH), 3.5A.3.65 (t, 
AH), 3.8A (t, IH), 3.90 (t, IH), 6.75-6.85 /d, 2H) , 7.58 (t, IH) , 
7.7-7.9 (m, AH), 7.95-8.08 (m, 2H) , 8.08-8.18 (m, 2H) , 

The I- ( 3 ' . 5 '-dichlorobiphenyl-3-ylsulphonyl)pipera2ine used 
as a starting material was obtained as follows :- 

Using analogous procedures to those described in the portion 
of Example 58 which is concerned with the preparation of starting 
materials, piperazine was reacted with 3-bromophenylsulphonyl chloride 
to give 1- (3-bromophenylsulphonyl)piperazine which, in turn, was 
reacted with 3 , 5-dichlorophenylboronic acid to give I- (3 ' , 5 ' -dichloro- 
biphenyl-3-ylsulphonyl)pipera2ine in 29% yield; 

NMR Spectrum (CD^SOCD-j, 100**C) 2.7-2.85 (m, AH), 2.95-3.05 (m, AH), 
7.58 (t, IH), 7,68-7.85 (m, AH), 7.91-8.05 (m, 2H). 

1- The product gave the following NMR signals (CD^SOCD^; 100**C) 

1.5-1.75 (m, AH), 2. 75-3. OA (m, 5H) , 3.05-3.17 (t, AH), 3.53-3.65 (t, 
AH), 3.75 (t, IH), 3.81 (t, IH), 6,69 (d, 2H), 7.88 (d, 2H), 7. 93-8. OA 
(d, AH), 8,1 (d, 2H), 8.3 (d, 2H) . 

The l-( A '-nitrobiphenyl-A-ylsulphonyl)pipera2ine used as a 
starting material was obtained by the reaction of 
( A- (piperazin-1 -ylsulphonyl) phenyl J tributyltin and 

1-iodo-A-nitrobenzene using an analogous procedure to that described in 
Note f immediately above, 

j- The product gave the following NMR signals (CD^SOCD^; lOO^'C) 

1.53-1.77 (m, AH), 2.61-3.06 (m, 3H) , 3.11 (t, 4H), 3.58 (t, AH), 3.75 
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(t, IH), 3.86 (t, IH), 6.73 (d, 2H), 7,58 (d, 3H), 7.82 (m, AH), 8.12 
(d, 2H). 

The 1- ( 4 ' -chloro-2 ' -nitrobiphenyl-4-ylsulphonyl)pipera2ine 
used as a starting material was obtained by the reaction of 
(4- (piperazin-1 -ylsulphonyl) phenyl Jtributyl tin and 2-bromo-5-chloro-l- 
nitrobenzene using an analogous procedure to that described in Note f 
immediately above. 

Example 60 

Using an analogous procedure to that described in Example 1, 
l-{4-pyridyl)piperidine-4-carbonyl chloride vas reacted with l-[4-{2- 
pyridyl)phenylsulphonyl]piperazine to give I- ( 4- {2-pyridyl) phenyl- 
sulphonyl ] -4- ( 1- ( 4-pyridyl)piperidin-4-ylcarbonyl)piperazine in 54Z 
yield, m.p. 224-226**C; 

NMR Spectrum (CD^SOCD^) 1.35-1.65 (m, 4H), 2.75-3.05 (m, 7H), 3.5-3.7 
(m, 4H), 3.88 (m, 2H) , 6.75 (d, 2H) , 7.45 (m, IH) . 7.8-8.0 (m, 3H) , 
8,05-8,15 (m, 3H), 8.35 (d, 2H) , 8.72 (m, IH) ; 
Elemental Analysis Found C, 62.7; H, 5,9; N. 14.0; 
^26^29^5^3^ O.5H2O requires C. 62.4; H, 6.0: N, 14.0%. 

The 1- [4- (2-pyridyl)phenylsulphonyl Jpiperazine used as a 
starting material was obtained as follovs:- 

A mixture of 1 - ( 4-iodophenylsulphonyl ) piperazine (0.48 g) , 
I {2-pyridyl)tributyltin (1.18 g), tetrakis( triphenylphosphine)- 

palladium{0) (0,1 g) and toluene (15 ml) was stirred and heated to 
reflux for 18 hours. The mixture was evaporated and the residue vas 
purified by column chromatography using increasingly polar mixtures of 
methylene chloride and methanol as eluent.. There vas thus obtained 
1 - [ 4- ( 2 -pyridyl ) phenylsulphonyl ] piperazine ( 0 . 439 g ) ; 
NMR Spectrum (CD^SOCD^) 2.65-2.8 (m, 4H) , 2,8-2.9 (m, 4H) , 7.45 (m, 
IH), 7.8-8.1 (m, 3H), 8.35 (d, 2H), 8.73 (m, IH) . 

Example 61 

A mixture of 2-ethoxycarbonyl-4- (2-naphthylsulphonyl)-l- 
f l-(4-pyridyl)piperidin-4-ylcarbonylJpiperazine (0,67 g) , 2N aqueous 
sodium hydroxide solution (2,5 ml) and methanol (10 ml) was stirred at 
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ambient temperature for 3 hours. The mixture was evaporated and the 
residue vas dissolved in water (10 ml). The solution was acidified by 
the addition of acetic acid. The precipitate vas isolated and dried. 
There was thus obtained 2-carboxy-4-(2-naphthylsulphonyl) -1- [ l-(4- 
pyridyl)piperidin-4-ylcarbonylJpiperazine lO.A? g), m.p. 225-228*'C 
(decomposes); 

NMR Spectrum (CD^SOCD^ + CD^C02D, iOO^'C) 1.55-1.9 (m, AH), 2.45-2.55 
(m, IH), 2.65-2.75 (m, IH) , 2.9-3.05 (m, IH), 3.1-3.4 (m, 3H) , 3.7 (m, 
IH), 3.92 (m, 2H), A. 07 (m, IH), 4,25 (m, IH), A . 98 (m, IH) , 6.9 (d, 
2H), 7.6-7.8 {m, 3H) , 7.95-8.2 (m, 5H), 8.4 {d, IH). 
Elemental Analysis Found C, 58.4; H, 5,8; N, 10.3; 
^6^28^4*^5^ l.SH^O requires C, 58.3; H, 5,&; N, 10.45%. 

Example 62 

Using an analogous procedure to that described in Example 1, 
l-(4-pyridyl)piperidine-4-carbonyl chloride vas reacted with ethyl 
l-(6-chloronaphth-2-ylsulphonyl)pipera2ine-3-carboxylate to give 
4-(6-chloronaphth-2-ylsulphonyl)-2-ethoxycarbonyl-l- [ 1- {4-pyridyl) - 
piperidin-4-ylcarbonyl]pipera2ine in 37*;: yield; 

NMR Spectrum (CD3SOCD3, 100°C) 1.2 (t, 3H), 1.5-1.8 (m, 4H), 2.6 (m, 
IH). 2.3 (m, IH), 2.85-3.05 (m, 4H) , 3.65-3.85 (m, 3H), 4.05-4.25 (m, 
AH), 5.1 (m, IHX, 6.7 (d, 2H), 7.65 (m, IH) , 7.8 (m, IH) , 8.1-8,25 (m, 
5H), 8. 45 (d, IH); 

Elemental Analysis Found C, 58.5; H, 5-6; N, 9.6; 
^28^31^''^^A^5^ requires C, 58.9; H, 5.5; N, 9.8%. 

The ethyl I- (6-chloronaphth-2-ylsulphonyl) piperazine-3- 
carboxylate used as a starting material uas obtained in 7SX yield from 
ethyl l-benzylpipera2ine-2-carboxylate and 6-chloronaphth-2-ylsulphonyl 
chloride using analogous procedures to those described in the portion 
of Example AA vhich is concerned with the preparation of starting 
materials. 
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Example 63 

Using an analogous procedure to that described in Example 61, 
4- (6-chloronaphth-2-ylsulphonyl) -2-ethoxycarbonyl - 1- ( l-(4-pyridyl)- 
piperidin-A-ylcarbonyl J piperazine was hydrolysed to give 2-carboxy-4- 
(6-chloronaphth-2-ylsulphonyl) -1- ( l-( 4-pyridyl)piperidin-4-ylcarbonylI - 
piperazine in 90X yield, m.p. 215-220°C (decomposes); 
NMR Spectrum (CD^SOCD^. 100**C) 1.5-1.8 (ra, AH), 2.7-3.05 (m, 5H) , 
3.6-3.85 (m, 4H), A.l (m, IH), 4.25 (m, IH), 4.95 (m, IH) , 6.7 (d, 2H) , 
7.65 (m, IH), 7.8 (m, IH), 8.05-8.25 (m, 5H), 8.45 (d, IH) ; 
Elemental Analysis Found C, 56.7; H, 5.0; N, 9.9; 
C^gH^^ClN^O^S 0.5H^G requires C, 56.6; H, 5.1; N, 10. 15%. 

Example 64 

A mixture of 2-carboxy-4- ( 2-naphthylsulphonyl) - 1 - [ 1- (4- 
pyridyl)piperidin-4-ylcarbonyl]piperazine (0. 11 g) , piperidine (0.064 
ml), N-hydroxybenzotriazole (0.029 g), N,N-dicyclohexylcarbodiimide 
(0.054 g), DMF (2 ml) and DMSO (2 ml) was stirred at ambient 
temperature for 18 hours. The mixture was partitioned between 
methylene chloride and water. The organic phase was dried (MgSO^) and 
evaporated. The residue was purified by column chromatography using 
increasingly polar mixtures of methylene chloride and methanol as 
eluent. There was thus obtained 4- (2-naphthylsulphonyl)-2-piperidino- 
carbonyl- 1- [ 1- ( 4-pyridyl)piperidin-4-ylcarbonyl ] piperazine as a glass 
(0.063 g); 

NMR Spectrum (CD^SOCD^ + CD^C02D, lOO'^C) 1.2-1.8 (m, lOH) , 2.7-3.05 (ra, 
3H), 3.12 (m, 2H), 3.25-3.4 (m, 5H) , 3.65 (m, IH), 3.75-4.0 (m, 4H) , 
5.2 (m, IH), 6.85 (d. 2H), 7.6-7.75 (m, 3H), 7,95-8.1 (m, 5H) , 8.35 (d, 
IH); 

Elemental Analysis Found C, 63.6; H, 7.0; N, 12.0; 
^31^37^5^4^ O.5H2O requires C, 63.7; H, 6,5; N, 12. OZ. 

Example 65 

A mixture of l-(2-naphthylsulphonyl)-4- [ l-(4-pyridyl)- 
piperidin-4-ylcarbonyl Jpiperazine-2-carboxylic acid (0.121 g) and 
thionyl chloride (0.2 ml) was stirred at ambient temperature for 1 
hour. The mixture vas evaporated and methylene chloride (8 ml) and 
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piperidine (0.23 ml) were added in turn to the residue. The mixture 
was stirred at ambient temperature for 2 hours. The mixture vas 
partitioned betveen methylene chloride and vater. The organic phase 
vas dried (MgSO^) and evaporated. The residue vas purified by column 
chromatography using increasingly polar mixtures of methylene chloride 
and methanol as eluent. There vas thus obtained 

l-(2-naphthylsulphonyl)-2-piperidinocarbonyl-4- ( !-( A-pyridyl)piperidin• 
A-ylcarbonyl J piperazine as a glass (0.061 g); 

NHR Spectrum (CD3SOCD3 + CD^CO^D) 1.2-1.8 (m, lOH) , 2.9-3.3 (m, 6H) , 
3-A5-3.75 (m, 4H), 3.9-A.2 (m, 4H), 4.47 (m, IH), 5.0 (m, IH), 6,8 (d, 
2H), 7.68 (m, 3H), 8.0-8.2 (m, 5H) , 8.35 (d, IH) ; 
Elemental Analysis Found C, 62.5; H, 6.4; N, 11.7; 
^31^37^5*^4^ ^2*^ requires C, 62.7; H, 6.6; N, i 1 , 8Z . 

Example 66 

Using an analogous procedure to that described in Example 1, 

1- (4-pyridyl)piperidine-4-carbonyl chloride vas reacted with 

2- ben2yl-l-(2-naphthylsulphonyl)pipera2ine to give 2-ben2yl-l-(2- 

naphthylsulphonyl)-4-(l-(4-pyridyl)piperidin.4-ylcarbonylJpiperazine in 
70% yield; m.p. 186-188*0; 

NMR Spectrum (CD3SOCD3) 1.6 (m, 4H), 2.7 (m, 3H) . 3.0 (m, 4H) , 3.9 (ro, 
AH), A. 2 (d, 2H), 6.6 (d, 3H). 7.2 (d, 5H) , 7.7 (m, 3H), 8.1 (m, 5H), 
8.5 (s, IH). 

Elemental Analysis Found C, 67.9; H, 6.3; N, 9.8; 
C^^Hg^N^O^S O.6H2O requires C, 68,0; H, 6.3; N, 9.9%. 

The 2-ben2yl-l-(2-naphthylsulphonyl)pipera2ine used as a 
starting material was obtained as follovs:- 

N-Methylmorpholine (3.12 ml) was added to a stirred mixture 
of N-tert-biitoxycarbonyl-DL-phenylalanine (3 g) , N-benzylglycine ethyl 
ester (2.18 g), N-hydroxybenzotriazole (1.26 g) and DMF (50 ml) which 
had been cooled to 0**C. The mixture vas stirred at 0*^0 for 30 minutes 
and at ambienc temperature for 16 hours. The mixture was filtered and 
the filtrate vas evaporated. The residue was partitioned betveen ethyl 
acetate and vater. The organic phase vas washed vith vater, dried 
(MgSO^) and evaporated. The residue vas purified by column 
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chromatography using a 5:1 mixture of hexane and ethyl acetate as 
eluent to give a solid (3.7 g). 

A mixture of the material so obtained and a 4M solution of 
hydrogen chloride in diethyl ether vas stirred at ambient temperature 
for 16 hours. The mixture vas evaporated to give phenylalanyl-N- 
benzylglycine ethyl ester (2.65 g); 

NMR Spectrum (CD^SOCD^) 1.2 (m, 2H), 3.1 (t, 2H) , 3.6 (m, 4H), 4.1 (m, 
2H), 4.6 (m, 2H), 7.2 (m, lOH) , 8.4 (s, 2H) . 

A mixture of a portion (0.5 g) of the material so obtained, 
N-methylmorpholine (0.15 g) and a O.IM solution of acetic acid in 
sec-butanol (25 ml) vas stirred and heated to reflux for 3 hours. The 
mixture vas evaporated and the residue vas partitioned betveen 
methylene chloride and vater. The organic phase vas vashed vith vater, 
dried (MgSO^) and evaporated. The residue vas purified by column 
chromatography using increasingly polar, mixtures of methylene chloride 
and methanol as eluent. There vas thus obtained 1 , 3-diben2yl-2,5- 
dioxopiperazine (0-29 g) , m.p, 173-174*C. 

After repetition of the previous reaction, a mixture of 
1 ,3-dibenzyl-2 , S-dioxopiperazine (1.6 g), boron trifluoride diethyl 
ether complex (0.1 g) and THF (5 ml) vas stirred and heated to reflux 
for 15 minutes. The mixture vas cooled to ambient temperature and 
borane dimethyl sulphide complex (0.04 ml) vas added dropvise. The 
mixture vas stirred at ambient temperature for 30 minutes. The mixture 
vas evaporated and the residue vas heated to 100^*0 for 5 minutes. A 6N 
aqueous hydrochloric acid solution (1 ml) vas added and the mixture vas 
heated to reflux for 1 hour. The mixture vas cooled to 0*C and a 6N 
aqueous sodium hydroxide solution (1.5 ml) vas added. The mixture vas 
partitioned betveen methylene chloride and a saturated aqueous 
potassium carbonate solution. The organic phase vas vashed vith vater, 
dried (MgSO^) and evaporated. The residue vas purified by column 
chromatography using increasingly polar mixtures of methylene chloride 
and methanol as eluent. There vas thus obtained 1 , 3-dibenzylpiperazine 
(0.29 g). 

A solution of the material so obtained in methylene chloride 
(3 ml) vas added dropvise to a stirred mixture of 2-naphthylsulphonyl 
chloride (0.257 g), triethylamine (0.7 ml) and methylene chloride (5 



wo 96/10022 



• PCT/GB95/02285 



- 120 - 

ml) uhich had been cooled to 0*C, The mixture uas stirred at ambient 
temperature for 16 hours. The mixture uas evaporated and the residue 
uas partitioned betueen methylene chloride and uater. The organic 
phase uas uashed uith uater, dried (MgSO^) and evaporated. The residue 
uas purified by column chromatography using increasingly polar mixtures 
of methylene chloride and methanol as eluent. There uas thus obtained 
2 , A-dibenzyl-1- (2-naphtKylsulphonyl)pipera2ine (0.37 g) ; 
NMR Spectrum (CD^SOCD^) 1.8 (m, 2H) , 2.6 (m, 3H) , 3.1 (m, 2H) , 3.A5 (d, 
IH), 3.75 (d, IH), A.l (s, IH), 6.95 (m, 2H) , 7.1 (m. 3H), 7.25 (s, 
5H), 7.75 (m, 3H), 8.1 (m, 3H), 8.5 (s, IH) . 

A mixture of the material so obtained, lO'i 
palladium-on-carbon catalyst (0.23 g) and methylene chloride (50 ml) 
uas stirred under an atmosphere of hydrogen for 24 hours. The mixture 
uas filtered and the filtrate uas evaporated. The residue uas purified 
by column chromatography using a 99:1 mixture of methylene chloride and 
methanol as eluent. - There uas thus obtained 
2-ben2yl-l-(2-naphthylsulphonyl)piperazine (0.08 g) . 

NMR Spectrum (CD^SOCD^) 2.4-2.8 (m, 4H), 3.1-3.4 (m. 3H), 3.6 (d, IH) , 
4.0 (t, IH), 7.2 (m, 5H), 7.7 (m, 3H) , 8.1 (m, 3H ) , 8.4 (s, IH), 

Example 67 

Using an analogous procedure to that described in Example 2, 
2-amino-N- { l-piperidinocarbonyl-2- [ 1- (4-pyridyl ) piperidin-4-ylcarbonyl- 
amino J ethyl} acetamide hydrochloride salt uas reacted uith (E)-4-chloro- 
styrylsulphonyl chloride to give 2- ( (E) -4-chlorostyrylsulphonamido] -N- 
{ l-piperidinocarbonyl-2- ( 1 - (4-pyridyl ) piperidin-4-ylcarbonylaraino ] - 
ethyl} acetamide as a gum (0.1 g, 16%); 

NMR Spectrum (CDCl^) 1.4-2.1 (m, lOH), 2.45 (m, IH) , 2.6-3.1 (m, 2H), 
3.4-4.0 (ra, lOH), 5.1 (m, IH) . 6.7 (d, 2H), 6.85 (d, IH) , 6.95 (m, IH) , 
7,2-7,55 (m, 6H), 7.65 (d, IH) , 8.22 (m, 2H) . 

Example 68 

Using an analogous procedure to that described in Example 2, 
2-amino-N- { l-piperidinocarbonyl-2 - [ 1 - ( 4-pyridyl ) piperidin-4-ylcarbonyl- 
aminolethyl}acetamide hydrochloride salt uas reacted uith 
3 , 4-dichlorophenylsulphonyl chloride to give 



wo 96/10022 



PCT/GB95/022S5 



- 121 - 

2-{3, 4-dichlorophenylsulphonaraido)-N- { l-piperidinocarbonyl-2-I l-(4- 
pyridyl)piperidin-4-ylcarbonylaniino] ethyl} acetamide as a gum (0.17 g, 
27Z); 

NHR Spectrum (CD-jSOCD^) 1.4-1.8 (m, lOH), 2.35 (ra, IH) , 2.88 (in, 2H) , 
3.02 (m, IH), 3.15-3.5 (m, 8H), 3.55 (d, IH), 3.9 (m, 2H) , 4.85 (m, 
IH), 6.8 (d. 2H), 7.7-7.9 (m, 3H), 8.0 (d, IH), 8.05 (d, IH) , 8.15 (ra, 
3H); 

Elemental Analysis Found C, 49.9; H, 5.4; N, 12.5; 
^27"34^-^2^6^5^ ^'^^^2^^2 ^^^^^^^^ 49.9; H, 5.2; N, 12. 7-/. 

Example 69 

Using an analogous procedure to that described in Example 56, 
4-chloropyrimidine was reacted with 1- (6-chloronaphth-2-ylsulphonyl)-4- 
(4-piperidinylcarbonyl)piperazine. The precipitate which was deposited 
vhen the reaction mixture was cooled to ambient temperature was 
isolated and recrystalliscd from acetonitrile . There vas thus obtained 
l-(6-chloronaphth-2-ylsulphonyl) -4- ( l-(4-pyrimidinyl)- 
piperidin-4-ylcarbonyll piperazine in 60% yield, m.p. 218-219°C; 
NMR Spectrum (CD^SOCD^) 1.25-1.5 (m, 2H) , 1.62 (m, 2H) , 2.8-3.1 (ra, 
7H), 3.5-3.75 (m, 4H) , 4.32 (m, 2H) , 6,75 (m, IH), 7.7 (m, IH) , 7.85 
(m, IH), 8.15 (d, IH), 8.2 (d, IH), 8.28 (m, 3H), 8.45 (s, IH) , 8.5 (s, 
IH); 

Elemental Analysis Found C, 57.6; H, 5,3; N, 13.9; 
^24"26^'^^5*^3^ requires C, 57.7; H, 5.2; N, 14. OZ. 

The 1- { 6-chloronaphth-2-ylsulphonyl ) -4- ( 4-piperidinyl- 
carbonyl) piperazine used as a starting material vas obtained as 
follows : - 

Using analogous procedures to those described in two of the 
paragraphs of the portion of Example 50 which is concerned with the 
preparation of starting materials, 1-tert-butoxycarbonylpiperazine was 
reacted with 6-chloronaphth-2-ylsulphonyl chloride to give 
l-(6-chloronaphth-2-ylsulphonyl)piperazine hydrochloride salt in 58Z 
yield. 

The material so obtained vas reacted with 
1 -tert-butoxycarbonylpiperidine-4-carboxylic acid using analogous 
procedures to those described in the third and fourth paragraphs of the 
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portion of Example 55 which is concerned uith the preparation of 
starting materials. There vas thus obtained 1 - ( 6-chloronaphth-2- 
ylsulphonyl)-4-(4-piperidinylcarbonyl)pipera2ine in 63% yield; 
NMR Spectrum (CDCl^) 1.5-1.75 (m, AH), 2.4-2.7 (m, 3H), 3.0-3.2 (m, 
6H), 3.5-3.75 (m, 4H), 7.55 (m, IH), 7.75 (m, IH) , 7.95 (m, 3H), 8.3 
(s, IH). 

Example 70 

Using an analogous procedure to that described in Example 56, 
2-amino-4-chloropyrimidine uas reacted uith l-/6-chloronaphth-2- 
ylsul phenyl ) -4- ( 4-piperidinylcarbonyl ) piperazine . The precipitate 
which was deposited on cooling the reaction mixture was isolated, 
washed with cold ethanol and dried. There vas thus obtained 
4- [ 1- (2-aminopyrimidin-4-yl)piperidin-4-ylcarbonyl ] - 1- { 6-chloronaphth- 
2-ylsulphonyl ) piperazine in 73:^ yield, m.p. 265-267°C; 

NMR Spectrum (CD-^SOCD^) 1.0-1.4 (m, 4H) , 2.5-2.7 (ra, 3H) . 2.7-2.9 (ra, 
4H), 3.3-3.5 (m, 4H) , 4.08 (m, 2H) , 5.7 (s, 2H) , 5.8 (d, IH) , 7.5-7.7 
(m, 3H), 7.75 (d, IH), 8.05 (s, IH) . 8.1 (d, IH) , 8.3 (s, IH) ; 
Elemental Analysis Found C, 55.9; H, 5.4; N, 15.9; 
C^^H^yClN^O^S requires C, 56.0; H, 5.3; N. 16.3%. 

Example 71 

Using an analogous procedure to that described in Example 32, 
3 , 4 , 5-trichloropyrida2ine was reacted with 1 - ( 6-chloronaphth-2- 
ylsulphonyl ) -4- ( 4-piperidinylcarbonyl ] piperazine . The crude reaction 
product was purified by column chromatography using increasingly polar 
mixtures of methylene chloride and ethyl acetate as eluent. There was 
thus obtained 1- ( 6-chloronaphth-2-ylsulphonyl ) -4- [ 1- ( 3 , 4-dichloro- 
pyrida2in-5-yl)piperidin-4-ylcarbonylJpiperazine in 357, yield; 
NHR Spectrum (CD^SOCD^) 1.5-1.7 (m, 4H) , 2.7-2.9 (m, IH), 2.95-3.1 (m, 
6H), 3.5-3.85 (m, 6H) , 7.7 (m, IH) , 7.85 (m, IH), 8.15 (d, IH), 8.22 
(s, IH), 8.25 (d, IH), 8.5 (s. IH), 8.9 (s, IH). 

Example 72 

A mixture of l-(6-chloronaphth-2-ylsulphonyl)-4- [ l-(3,4- 
dichloropyridazin-5-yl ) piperidin-4-ylcarbonyl ) piperazine (0.2 g) , lOX 
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palladiujn-on-carbon catalyst (0.05 g) and ethanol (10 ml) was stirred 
under an atmosphere of hydrogen gas for 48 hours. The mixture vas 
filtered and the filtrate was evaporated. The residue was purified by 
column chromatography using increasingly polar mixtures of methylene 
chloride and methanol as eluent. There vas thus obtained 
l-{6-chloronaphth-2-ylsulphonyl)-4-( 1- ( 4-pyridazinyl)piperidin-4- 
ylcarbonyl]piperazine (0.045 g, 25%); 

NHR Spectrum (CD3SOCD3) 1.4-1.7 (ra, 4H), 2.6-3.1 (m, 7H) , 3.5-3.7 (m, 
4H), 3.9-4,0 (m, 2H), 6.85 (m, IH) , 7.7 (m, IH), 7.82 (ra, IH), 8.15 (d, 
IH), 8.27 (m, 2H), 8.5 (s, IH), 8.55 (d, IH), 8.9 (d, IH) . 

Example 73 

A mixture of l-(6-chloronaphth-2-ylsulphonyl)-4-(4- 
piperidinylcarbonyi)piperazine (0.96 g), triethylaraine (0.35 ml) and 
methylene chloride (10 ml) was added dropvise to a stirred solution of 
2,4,6-trichloro-l ,3, 5-triazine (0.42 g) in methylene chloride (20 ml) 
which had been cooled to O^C. The mixture vas stirred at S^C for 1 
hour. The mixture vas evaporated and the residue vas partitioned 
between ethyl acetate and water. The organic phase was washed with 
vater, dried (MgSO^) and evaporated. The residue vas purified by 
column chromatography using increasingly polar mixtures of methylene 
chloride and ethyl acetate as eluent. There vas thus obtained 
l-(6-chloronaphth-2-ylsulphonyl)-4-f l-(4,6-dichloro-l,3,5-triazin-2- 
yl)pipe^idin-4-ylcarbonyl]piperazine (0.96 g, 74*/), ra.p, 230-233**C; 
NMR Spectrum (CDCI3) 1.7-1.9 (m, 4H) , 2.7 (m, IH), 3.0-3.2 (ra, 6H) , 
3.55-3.85 (m, 4H), 4.73 (m, 2H) , 7.6 (m, IH), 7.75 (m, IH), 7.95 (m, 
3H), 8.3 (s, IH); 

Elemental Analysis Found C, 46.9; H, 3.9; N, 14.4; 
^23^23^-^3^6^3^ ^*^^^"2^^2 ^^^"^^65 C, 47.3; H, 4.0; N, 14.22. 

Example 74 

A mixture of 1- (4-pyridyl)piperazine (0.163 g), 4-nitrophenyl 
^4- (6-chloronaphth-2-ylsulphonyl)piperazine-l-carboxylate (0. 475 g) in 
DMF (5 ml) vas stirred and heated to 100^*0 for 16 hours. The mixture 
vas evaporated and the residue vas partitioned betveen ethyl acetate 
and 2N aqueous hydrochloric acid. The aqueous layer vas basified by 
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the addition of dilute aqueous sodium hydroxide solution and the 
mixture vas extracted with ethyl acetate. The organic extract was 
dried (MgSO^) and evaporated. The solid so obtained vas recrystallised 
from a mixture of isohexane and ethyl acetate. There vas thus obtained 
1- (6-chloronaphth-2-ylsulphonyl)-4- ( 4- ( A-pyridyl)pipe^a2in-l- 
ylcarbo^yl J piperazine (0.34 g); 

NHR Spectrum (CD^SOCD^) 2.95-3.05 (m, 4H), 3.15-3.3 (m, 12H), 6.75 (ra, 

2H), 7.75 (m, IH), 7.8 (m, IH) , 8.1-8.3 (m, 5H), 8.5 (s, IH) ; 

Elemental Analysis Found C, 57.5; H, 5.3; N, 13-9; 

^24^26*^^'^5^3^ requires C. 57.7; H, 5.2; N, 14.0%. 

The 4-nitrophenyl 4-(6-chloronaphth-2-ylsulphonyl)piperazine- 

1-carboxylate used as a starting material was obtained as follovs:- 

A solution of 4-nitrophenyl chlorof ormate (0.4 g) in 
methylene chloride (15 ml) vas added to a stirred mixture of 

l-(6-chloronaphth-2-ylsulphonyl)pipera2ine hydrochloride salt (0.69 g), 
triethylamine (0.56 -ml) and methylene chloride (30 ml) vhich had been 
cooled to 0°C. The mixture vas stirred at ambient temperature for 16 
hours. The mixture vas evaporated and the residue vas partitioned 
betveen ethyl acetate and a concentrated aqueous sodium bicarbonate 
solution. The organic solution vas vashed vith IN aqueous hydrochloric 
acid solution and vith vater, dried (HgSO^) and evaporated. The solid 
so obtained vas recrystallised from a mixture of isohexane and ethyl 
acetate. There vas thus obtained 4-nitrophenyl 4- ( 6-chloronaphth-2- 
ylsulphonyl)pipera2ine-l-carboxylate (0,73 g) ; 

NMR Spectrum (CD^SOCD^) 3.1 (m, 4H) , 3.5-3.75 (m, AH), 7.25 (m, IH), 
7,38 (d, 2H), 7.85 (m. IH) , 8.15-8.3 (m, 5H i , 6.5 (s, IH) . 

Example 75 

Using an analogous procedure to that described in Example 1, 
l-(4-pyridyl)piperidine-4-carbonyl chloride vas reacted vith 
4-(2-naphthylsulphonyl)piperidine to give 4- (2-naphthylsulphonyl)-l- [ 1- 
(4-pyridyl)piperidin-4-ylcarbonyl]piperidine in 33:: yield; 
NMR Spectrum (CD^SOtD^) 1.42-1.82 (m, 6H), J. 85-2. 21 (m, 2H), 2,82-3.04 
(m, 4H), 3.73-3.98 (m, 5H) , 4.43 (m, IH) , 6.78 (d. 2H). 7.64-7.89 (ra, 
3H), 8.04-8.27 (m, 5H) , 8.37 (s, IH). 
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The 4-(2-naphthylsulphonyl)piperidine used as a starting 
material vas obtained as follows :- 

Triethylamine (8-8 ml) vas added to a stirred mixture of 
tert- butyl A-hydroxypiperidine-l-carboxylate (European Patent 
Application No. 0 495 750, Chem. Abstracts, Vol. 117, Abstract 191869g, 
6.38 g), methanesulphonyl chloride (3.7 ml) and methylene chloride 
(70 ml) vhich had been cooled to 0**C. The mixture vas stirred at 0**C 
for 2 hours and then evaporated. The residue vas partitioned betveen 
ethyl acetate and a concentrated aqueous citric acid solution- The 
organic phase vas vashed vith vater, dried (MgSO^) and evaporated. The 
residue vas purified by column chromatography using ethyl acetate as 
eluent to give tert-butyl 4-mesyloxypiperidine- 1-carboxylate (7.82 g). 

A mixture of a portion (0.99 g) of the material so obtained, 
sodium 2-naphthalenesulphinate {14.3 g) and DMF (70 ml) vas stirred and 
heated to 120**C for 5 hours. The mixture vas evaporated and the 
residue vas partitioned betveen ethyl acetate and 2N aqueous sodium 
hydroxide solution. The organic phase vas dried (MgSO^) and evaporated 
to give tert -butyl 4-(2-naphthylsulphonyl)piperidine-l-carboxylate 
(0.64 g) vhich vas used vithout further purification. 

A mixture of a portion (0.56 g) of the material so obtained 
and trif luoroacetic acid (5 ml) vas stirred at ambient temperature for 
1 hour. The mixture vas diluted vith ethyl acetate and vashed vith 2N 
aqueous sodium hydroxide. The organic layer vas dried (MgSO^) and 
evaporated to give 4- (2-naphthylsulphonyl)piperidine (0.18 g); 
NMR Spectrum (CD^SOCD^) 1.36-2.08 (m, AH), 2.8-3.05 (m, 4H) , 4.12-4.55 
(m, IH), 7,6-8.25 (m, 6H). 8.34 (s, IH). 

The sodium 2-naphthalenesulphinate used above vas obtained as 

f ollovs : - 

2-Naphthalenesulphonyl chloride (IS. 9 g) vas added 
portionvise during 2 hours to a stirred mixture of sodium sulphite (33 
g), sodium bicarbonate (11.6 g) and vater (66 ml) vhich had been varmed 
to 70**C. The resultant mixture vas stirred at 75**C for 1 hour and 
stored at ambient temperature for 16 hours. The precipitate vas 
isolated. There vas thus obtained sodium 2-naphthalenesulphinate (31 
g). 
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Example 76 

Using an analogous procedure to that described in Example 1, 
l-(4-pyridyl)piperidine-4-carbonyl chloride vas reacted vith 
A-(2-naphthylthio)piperidine to give 4-(2-naphthylthio)-l-[ 1-(A- 
pyridyl)piperidin-A-ylcarbonyl) piperidine in 62X yield; 
NMR Spectrum (CD^SOCD^, 100*'C) 1.25-1.75 (m, 6H), 1.87-2.1 (broad s, 
2H), 2.78-3.0 (m, AH). 3.20 (d, IH) . 3.6A im, IH) , 3.6-A.OA (m, 3H) , 
A. 2 (d, IH), 6.78 (d, 2H), 7.AA-7.58 (m, 3H) , 7.63-7, 7A (m, 3H), 7.75 
(d, IH), 8.12 (s, 2H); 

Elemental Analysis Found 72.2; H, 6.7; N, 9.7; 
^26^29^3^^ requires C, 72.4; H, 6.8; N, 9.7%. 

The 4- (2-naphthylthio)piperidine used as a starting material 
vas obtained as follows: - 

A solution of 2-naphthalenethiol (2.34 g) in DHF (10 ml) vas 
added dropvise to a stirred mixture of sodium hydride (60% dispersion 
in mineral oil, 0.65 g) and DHF (20 ml) vhich had been cooled to 10**C. 
The resultant mixture vas stirred at 0*C for 30 minutes. A solution of 
tert -butyl A-mesyloxypiperidine- 1-carboxylate (3.9 g) in DHF (40 ml) 
vas added dropvise. The mixture vas alloved to warm to ambient 
temperature. The mixture vas partitioned betveen ethyl acetate and 
water- The organic phase vas vashed vith vater, dried (MgSO^) and 
evaporated. The residue vas purified by column chromatography using 
methylene chloride as eluent. There vas thus obtained tert-butyl 
4-(2-naphthylthio)piperidine-l-carboxylate (0.65 g) . 

A mixture of the material so obtained and trif luoroacetic 
acid vas stirred at ambient temperature for 30 minutes. The mixture 
vas diluted vith ethyl acetate and vashed vith 2N aqueous sodium 
hydroxide solution. The organic solution vas dried (HgSO^) and 
evaporated. There vas thus obtained 4- ( 2 -naphthylthio ) piperidine 
(0.32 g); 

NHR Spectrum (CD^SOCD^) 1.42 (m, 2H) , 1.88 (m, 2H), 2.58 (m, 2H) , 2.94 
(m, 2H), 3.43 (m, IH), 7,5 (m, 3H) , 7.89 (m, 4H). 
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Example 77 

Using an analogous procedure to that described in Example 1, 
l_(4_pyridyl)piperidine-4-carbonyl chloride was reacted with 
2-hydroxyinethyl-A-(2-naphthylsulphonyl)pipera2ine to give 

2-hydroxyniethyl-4-(2-naphthylsulphonyl)-l-[ l-{A-pyridyl)piperidin-4- 
ylca^bonyl]piperazine in ^21 yield; 

NMR Spectrum (CD^SOCD^. 100**C) 1.55-1. 72 (m, 2H), 1.83-1.95 (m, 2H) , 

2.35-3.05 (m, 8H), 3.49 (m, 2H), 3.7 (m, 2H) , 4.01 (m, 2H), 6.72 (d, 

2H), 7.63-7.79 (m, 3H), 8.0-8.2 (m, 5H), 8.39 {s, IH); 

Elemental Analysis Found C, 61.2; H, 6.2; N, 10.4; 

^26^30^4^4^ 0.25EtAC O.75H2O requires C, 61.2; H, 6.4; N, 10.6%. 

The 2-hydroxymethyl-4-(2-naphthylsulphonyl)pipera2ine used as 
a starting material was obtained in 497. yield by the reaction of 
2-hydroxymethylpiperazine ( J. Med. Chem. , 1990. 13, 142) and 
2-naphthylsulphonyl chloride using an analogous procedure to that 
described in Example 2; 

NMR Spectrum (CD^SOCD^) 1.93 (t, IH) , 2.24 (m, 2H), 2,68 (m, 2H), 2.93 
(m, IH), 3.6 (m, 2H), 4,67 (t, IH) , 7.76 (m, 3H), 8.07-8.28 (m, 3H) , 
8.44 (s, IH). 

Example 78 

1, 1 '-Carbonyldiimidazole (0.208 g) was added to a stirred 
solution of N-(6-chloronaphth-2-ylsulphonyl) glycine (0.39 g) in DMF (10 
ml) and the mixture was stirred at ambient temperature for 30 minutes. 
l-(4-Pyridyl)pipera2ine (0.21 g) was added and the mixture was stirred 
at ambient temperature for 18 hours. The mixture was partitioned 
between ethyl acetate and water. The organic phase was washed with 
brine, dried (MgSO^) and evaporated. The residue was recrystallised 
from a mixture of hexane, ethyl acetate and methanol. There was thus 
obtained 1- [ 2- ( 6-chloronaphthalenesulphonamido) acetyl ) -4- (4-pyridyl )- 
piperazine (0.179 g, 20'/), m.p. 192-193*C; 

NMR Spectrum (CD^SOCD^) 3.15 (m, 2H), 3.3-3.6 (m, 6H) , 3.85 (m, 2H), 
6.7-7.0 (m, 2H). 7.6 (m, IH) , 7.8-8.0 (m, 2H) , 6.1-8.3 (m, 4H) , 8,5 (s, 
IH); 
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Elemental Analysis Found C, 56.5; H, A. 8; N, 12,4; 
C^^H^^CIN^O^S requires C, 56.7; H, 4.8; N, 12.62. 

The N-(6-chloronaphth-2-ylsulphonyl)glycine used as a 
starring material vas obtained as follovs:- 

Triethylamine (0.278 ml) vas added to a stirred mixture of 
6-chloronaphth-2-ylsulphonyl chloride (0.522 g), glycine methyl ester 
hydrochloride (0.251 g) and methylene chloride (10 ml) and the mixture 
vas stirred at ambient temperature for 1 hour. The mixture vas 
partitioned betveen ethyl acetate and vater. The organic phase vas 
vashed with brine, dried (MgSO^) and evaporated. The residue vas 
recrystallised from methanol to give methyl 
N- (6 -chloronaphth- 2 -yl sulphonyl) glycine (0. 46 g) . 

A mixture of the material so obtained, and 2N aqueous sodium 
hydroxide solution (3 ml) was stirred at ambient temperature for 30 
minutes. The mixture uas partitioned betveen diethyl ether and vater. 
The aqueous phase vas acidified by the addition of 2N aqueous 
hydrochloric acid and extracted vith ethyl acetate. The organic phase 
vas vashed vith vater and vith brine, dried (MgSO^) and evaporated. 
There uas thus obtained the required starting material (0,39 g) uhich 
vas used vithout further purification. 

Example 79 

A mixture of 1- ( 4 '-ethoxycarbonylbiphenyl-4-ylsulphonyl) -4- 
(l-(4-pyridyl)piperidin-4-ylcarbonyl{piperazine (0.08 g), 2N aqueous 
sodium hydroxide solution (0.28 ml), vater (2 ml) and methanol (10 ml) 
vas stirred and heated to reflux for 3 hours. The mixture vas poured 
into vater and extracted vith methylene chloride. The aqueous 
suspension vas filtered. The solid so obtained vas resuspended in 
vater. The mixture vas acidified by the addition of glacial acetic 
acid and stirred for 2 hours. The solid vas isolated, vashed vith 
vater and vith diethyl ether and dried. There vas thus obtained 
]-(4 ' -carboxybiphenyl-4-ylsulphonyl)-4- [ l-(^-pyridyl )piperidin"4- 
ylcarbonyl J piperazine (0.035 g); 
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NMR Spectrum (CD^SOCD^, 100**C) 1.6-1.86 (m, 4H) , 3.0 (ra, IH), 3.15 (t, 
AH), 3.32 (ra, 2H), 3.63 (t, 4H), 3.97 (t, IH) , 4.03 (t, IH), 7.01 (d, 
2H), 7.24-7,96 (m, 6H), 8.09 (d, 4H) . 

Example 80 

Ethanethiol (0.15 ml) was added dropvise to a stirred 
suspension of sodium hydride (60% dispersion in mineral oil, 0,083 g) 
in DMPU (3 ml) uhich had been cooled to 3*C and the mixture uas stirred 
and allowed to warm to ambient temperature over 30 minutes. A solution 
of 1- (6-methoxynaphth-2-ylsulphonyl) -4- [ 1- (4-pyridyl) piperidin-4- 
ylcarbonyl] piperazine (0.1 g) in DMPU (2 ml) was added and the mixture 
was stirred and heated to 110**C for 90 minutes. The mixture was cooled 
to ambient temperature and partitioned between methylene chloride and 
water. The organic phase was shaken with a slight excess of 2M aqueous 
sodium hydroxide. The resultant precipitate was isolated and dried- 
There was thus obtained l-(6-hydroxynaphth-2-ylsulphonyl)-4-{l-(4- 
pyridyl)piperidin-4-ylcarbonyl]pipera2ine sodium salt (0.052 g); 
NMR Spectrum (CD^SOCD^, 100**C) 1.5-1.73 (m, 4H) , 2.72-3.23 (m, 7H) , 
3.55 (t, 4H), 3.68-3-88 (m, 2H), 6,72 (m, 2H) , 6,8 (m, IH), 6.96 (ra, 
IH), 7,45 (m, 2H), 7.69 (m, IH), 7,99 (m, IH), 8.11 (m, 2H) ; 
Elemental Analysis Found C 53,8; H, 5.6; N, 10,0; 
^25^27^4^4^ 3H2O Na requires C, 53.9; H, 5.9; N, 10.1%. 

Example 81 

Using an analogous procedure to that described in Example 1, 

1- ( 4-pyridyl )piperidine-4-carbonyl chloride was reacted with methyl 

2- ( 1- (2-naphthylsulphonyl)pipera2in-2-yl]acetate to give 

2 -methoxycarbonylmethyl- 1 - ( 2-naphthylsulphonyl ) -4- [ 1- ( 4-pyridyl ) - 
piperidin-4-ylcarbonyl] piperazine in 907. yield as a glass; 
NMR Spectrum (CD^SOCD^ + CD2CO2D, 100*C) 1.6-1.85 (m, 4H), 2.4-2,65 (m, 
2H), 2,85-3.35 (m, 6H), 3.55 (s, 3H) , 3.78 (m, IH), 3.9-4.1 (m, 4H) , 
4.45 (m, IH), 6.95 (d, 2H) , 7.68 (m, 2H) , 7.8 (ra, IH) , 7,95-8.15 (m, 
5H), 8.45 (d, IH); ' 

Elemental Analysis Found C, 61,7; H, 6.3; N, 10.3; 
^28^32*^4*^5^ O.5H2O requires C, 61.65; H, 6,05; N. 10. 3Z. 



wo 96/10022 



.PCT/G395A)2285 



- 130 - 

The methyl 2 - ( 1- ( 2-naphthylsulphonyl ) pipera2in-2-yl J acetate 
used as a starting material was obtained as follovs:- 

Using an analogous procedure to that described in Example 2, 
methyl 2- ( l-benzylpipera2in-3-yl)acetate ( J. Chem. Soc. Perkin 1992, 
1035) uas reacted vith 2-naphthylsulphonyl chloride to give methyl 
2- (4-benzyl- l-(2-naphthylsulphonyl)piperazin-2-ylJacetate in 90!!: yield. 

The material so obtained vas reacted vith 1-chloroethyl 
chlorof ormate using an analogous procedure to chat described in the 
second paragraph of the portion of Example 4^ vhich is concerned vith 
the preparation of starting materials. There vas thus obtained methyl 
2-( l-(2-naphthylsulphonyl)pipera2in-2-yl]acetate in 873: yield; 
NMR Spectrum (CD^SOCD^i 2,55-2.7 (m, 2H), 2.9 (m. IH) , 3.05-3.A5 (m, 
4H), 3.55 (s, 3H), 3.9 (m, IH), 4.6 (m, IH) , 7.65-7.9 (m, 3H), 8.12 (m, 
3H), 8.55 (d, IH), 9.3 (t, 2H). 

Example 82 

Using an analogous procedure to that described in Example 1, 
I-(4-pyridyl)piperidine-4-carbonyl chloride vas reacted vith ethyl 
l-(6-bromonaphth-2-ylsulphonyl)pipera2ine-3-carboxylate to give 
4- ( 6-bromonaphth-2-ylsulphonyl ) -2-ethoxycarbonyl-l - ( 1- {4-pyridyl) - 
piperidin-4-ylcarbonyl] piperazine in 42% yield, m.p. 117-121*C; 
NtfR Spectrum (CD^SOCD^, lOO^'C) 1.2 (t, 3H) , 1.5-1.8 (m, 4H) , 2.55 (m, 
IH), 2.7-3.05 (m, 5H) . 3,65-3.85 (m, 3H) , 4.05-4.25 (m, 4H) , 5,08 (m, 
IH), 6.7 (d. 2H), 7.77 (m, 2H) , 8.1 (m, 4H) , S.3'(d, IH), 8,45 (d, IH) , 
Elemental Analysis Found C, 54,2; H, 5.2; N, 9.0; 
^28"31^^^4^5^ requires C, 54.6; H, 5.1; N, 9.1*/. 

The ethyl 1 - ( 6-bromonaphth-2-ylsulphonyl ) pipera2ine-3- 
carboxylate used as a starting material vas obtained in 71Z yield from 
ethyl l-ben7.ylpipera2ine-2-carboxylate and 6-bromonaphth-2-ylsulphonyl 
chloride using analogous procedures to those described in the portion 
of Example 4A vhich is concerned vith the preparation of starting 
materials . 
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Example 83 

Using an analogous procedure to that described in Example 61, 
4- ( 6-broraonaphth-2-ylsulphonyl ) -2-ethoxycarbonyl- 1 - [ 1- ( 4-pyridyl) - 
piperidin-A-ylcarbonyl ] piperazine was hydrclysed to give 
4-(6-bromonaphth-2-ylsulphonyl) -2-carboxy-l - ( 1- ( A-pyridyljpiperidin-A- 
ylcarbonyl J piperazine in 927, yield, m.p. 216-222**C (decomposes); 
NHR Spectrum (CD^SOCD^, lOO^'C) 1.5-1.8 (m, 4H) , 2.52 (m, IH), 2.7 (m, 
IH), 2.8-3.05 (m, 3H), 3.25 (m, IH), 3.6-4.3 (m, 5H), 4.95 (ra, IH) , 
6.75 (d. 2H), 7.75 (m, 2H), 8.0-8.15 (m, 4H). 3.3 (d, 1H>, 8.4 (d, IH) . 
Elemental Analysis Found C, 52.4; H, 4.8; N, 9.3; 
C^gH^^BrN^O^S O.5H2O requires C, 52.35; H. 4.7; N, 9.4::. 

Example 84 

Using an analogous procedure to that described in Example 20, 
4-(6-bromonaphth-2-ylsulphonyl) -2-carboxy- 1 - [ 1- (4-pyridyl )piperidin- 4- 
ylcarbonyl J piperazine was reacted with morpholine to give 
4-( 6-bromonaphth-2-ylsulphonyl) -2-morpholinocarbonyl-l- [ 1- ( 4-pyridyl) - 
piperidin-4-ylcarbonyl I piperazine in 60^ yield, m.p. 235-237*C; 
NHR Spectrum (CD-^SOCD^, 100*C) 1.5-1.8 (m, 4H) , 2.7-3.05 (m, 5H), 3.4 
(m, 4H), 3,5-3.6 (m, 4H), 3.67 (m, IH) , . 3 . 75-3 . 9 (m, 4H), 3.98 (ra, IH) , 
5.2 (m, IH), 6.65-6.8 (m, 2H), 7.75 (m, 2H) . 8.1 (m, 4H) , 8.3 (d, IH) , 
8.45 (d, IH); 

Elemental Analysis Found C, 53.7; H, 5.2; N, 10.2; 
C^^H^^BrN^O^S H^O requires C, 53.5; H, 5.35; N, 10.4*Z. 

Example 85 

A mixture of l-(6-chloronaphth-2-ylsulphonyl)-4-{l-(4,6- 
dichloro-1 ,3, 5-triazin-2-yl)piperidin-4-ylcarbonylJ piperazine (0.891 
g), magnesium oxide (0.5 g) , 10% palladium-on-carbon catalyst (0.2 g) 
and DHF (15 ml) was stirred under an atmosphere of hydrogen gas until 
uptake of hydrogen ceased. The mixture vas filtered and the filtrate 
was partitioned betveen ethyl acetate and uater. The organic phase vas 
dried (MgSO^) and evaporated. There uas thus obtained 
l-{2-naphthyisulphonyl) -4-( l-( l,3,5-triazin-2-yl)piperidin-4- 
ylca^bonyl)piperazine (0.36 g); 
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NMR Spectrum (CD^SOCD^) 1.3-1.7 (m, 4H), 2.8-3.1 (m, 7H) , 3.5-3.7 (m, 
AH), 4.5-4.7 (m, 2H), 7.6-7.8 (m, 3H), 8.1-8.3 (m, 3H) , 8.45 (s, IH) , 
8.55 (s, 2H). 

Example 86 

Using an analogous procedure to that described in Example 56, 
2-araino-4-chloro-6-methylpyrimidine vas reacted vith 

l-(6-chloronaphth-2-ylsulph6nyl)-4-(4-piperidinylcarbonyl)piperazine. 
The reaction mixture vas concentrated by evaporation to one half of its 
original volume and cooled to ambient temperature. The precipitate 
vhich formed uas isolated, washed vith diethyl ether and dried. There 
vas thus obtained 4- [ J - ( 2-amino-6-methylpyrimidin-4-yl ) piperidin-4- 
ylcarbonyl]-l-(6-chloronaphth-2-ylsulphony] )pipera2ine in 39!^ yield, 
m.p. 210-212*'C; 

NMR Spectrum (CD3SOCD3) 1.2-1.6 (ra, 4H), 2,0 (s, 3H) , 2.8 (m, 3H) , 
2.9-3.1 (m, 4H), 3.5-3.7 (m, 4H), 4,2 (m, 2H) , 5.82 (s, 2H) , 5.86 (s, 
IH), 7.7 (m, IH), 7.8 (m, IH), 8.2 (d, IH), 8.25 (s, IH), 8.3 (d, IH) , 
8.5 (s, IH); 

Elemental Analysis Found C, 56.3; H, 5.5; N, 1.5.3; 
C25H2gClN^03S O.4H2O requires C. 55,9; H, 5.6; N, 15.7-/. 

Example 87 

Using an analogous procedure to that described in Example 56, 
4-chloropyrimidine vas reacted vith methyl 4- {6-chloronaphth-2- 
ylsulphonyl) -1- ( 4-piperidinylcarbonyl)pipera2ine-2-earboxylate and the 
reaction product vas purified by column chromatography using 
increasingly polar mixtures of methylene chloride and methanol to give 
4-(6-chloronaphth-2-ylsulphonyl)-2-methoxyc3rbonyl- I- [ 1- (4-pyridyl)- 
piperidin-4-ylcarbonyl j piperazine in llV. yield; 

NMR Spectrum 1.6-2.0 (m, 4H) , 2.5 (m. 2H), 2.8 (m, IH), 3.0 (m, IH), 
3.6-3.9 (m. 6H), 4.25-4.45 (m, 3H) , 5.35 (m, IH) , 6.5 (d, IH) , 7.6 (m, 
IH), 7.75 (m, IH), 7.95 (m, 3H) , 8.2 (d, IH . , 8,35 (s, IH), 8.6 (s, 
IH); 

Elemental Analysis Found C, 54.5; H, 5.2; N, 11.8; 
C^gH^gClN^O^S 0.2CH2C1^ requires C, 54.7; H, 4.9; N, 12. 2X. 
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The mechyl ^ - { 6"-chloronaphth - 2 -yl sulphonyl ) - 1 — { A— 
piperidinylcarbonyl)pipera2ine-2-carboxylate used as a starting 
material uas obtained as follovs:- 

Benzyl chlorof ormate (8.5 g) uas added dropvise to a stirred 
mixture of ethyl piperidine-A-carboxylate (7.85 g) , triethylamine (6.95 
ml) and methylene chloride (50 ml) which had been cooled to 5*C. The 
mixture was stirred at ambient temperature for 18 hours. The mixture 
was partitioned between ethyl acetate and 2N aqueous hydrochloric acid. 
The organic phase was washed with water and with brine, dried (MgSO^) 
and evaporated. The residue was dissolved in methanol (100 ml) and 2N 
aqueous sodium hydroxide (125 ml) was added. The mixture was stirred 
at ambient temperature for 1 hour. The mixture was concentrated by 
evaporation and the residue was partitioned between diethyl ether and 
water. The aqueous phase was acidified to pH3 by the addition of 
concentrated hydrochloric acid and the mixture was extracted with ethyl 
acetate. The organic extract was washed with water, dried (MgSO^) and 
evaporated to give l-benzyloxycarbonylpiperidine-A-carboxylic acid 
(10.1 g). 

Oxalyl chloride (0.429 ml) and DMF (1 drop) were added to a 
stirred solution of l-benzyloxycarbonylpiperidine-A-carboxylic acid 
(0.622 g) in methylene chloride (20 ml). The mixture was stirred at 
ambient temperature for 2 hours and then evaporated. The residue was 
dissolved in methylene chloride (10 ml) and added dropwise to a stirred 
mixture of methyl 4-(6-chloronaphth-2-ylsulphonyl)piperazine-3- 
carboxylate (0,93 g), triethylaraine (0.7 ml) and methylene chloride 
(10 ml) which had been cooled to 0°C. The mixture was stirred at 
ambient temperature for 2 hours. The mixture was partitioned between 
ethyl acetate and 2N aqueous hydrochloric acid. The organic phase was 
washed with a saturated aqueous sodium bicarbonate solution, with water 
and with brine, dried (MgSO^) and evaporated. Thie residue was purified 
by column chromatography using increasingly polar mixtures of hexane 
and ethyl acetate as eluent. There was thus obtained methyl 
1- ( l-ben2yloxycarbonylpiperidin-A-ylcarbonyl)-4- ( 6-chlo^onaphth-2- 
ylsulphonyl)piperazine-2-carboxylate (1.21 g) ; 
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NHR Spectrum 1.4-1.9 (m, 4H), 2.3-2.7 (m, 3H), 2.85 (m, 2H) , 3.5-3.9 
(m, 6H), 4.15 (m, 2H) , 4.35 (m. IH), 5.1 (s, 2H) , 5.3 (m, IH), 7.2-7.4 
(m, 5H), 7.6 (m, IH) , 7.75 (m, IH) , 7.75-8.0 (m, 3H), 8.3 (s, IH) . 

A mixture of a portion (0.512 g) of the material so obtained 
and a saturated solution of hydrogen bromide gas in glacial acetic acid 
(5 ml) vas stirred at ambient temperature for 20 minutes. Diethyl 
ether (100 ml) was added and the mixture was stirred vigorously. The 
precipitate was isolated, washed with diethyl ether and dried. There 
was thus obtained methyl 4-(6-chloronaphth-2-ylsulphonyl)-l-(4- 
piperidinylcarbonyl)pipera2ine-2-carboxylate which was used without 
further purification . 

The methyl 4- { 6-chloronaphth-2-ylsulphonyl ) pipera2ine-3- 
carboxylate used above as an intermediate was obtained by the reaction 
of methyl l-ben2ylpipera2ine-2-carboxylate (prepared in analogous 
fashion to the corresponding ethyl ester which is described in 
Helv. Chim. Acta. 1962. 45, 2383) and 6-chloronaphth-2-ylsulphonyl 
chloride using analogous procedures to those described in the portion 
of Example 44 which is concerned with the preparation of starting 
materials. 

Example 88 

A mixture of 4- ( 6-chloronaphth-2-ylsulphonyl ) -2-methoxy- 

carbonyl-1- f 1- ( 4-pyridyl )piperidin-4-ylcarbonyl J piperazine (0.362 g) , 

IN aqueous sodium hydroxide solution (1.3 ml) and methanol (5 ml) was 

stirred and heated to reflux for 30 minutes. The mixture was acidified 

by the addition of 2N aqueous hydrochloric acid (2 ml) and evaporated. 

The residue was dried to give 2-carboxy-4- ( 6-chloronaphth-2- 

ylsulphonyl)-l- ( l-(H-pyridyl)piperidin-4-ylcarbonyl)pipera2ine 
(0.41 g); 

NMR Spectrum (CD^SOCD^) 1,4-1.9 (m, 4H) , 2.1-2.5 (m, IH) , 3.0-3.75 (m, 
8H), 4.0-4.3 (m, 2H) , 5.12 (m, IH) , 7.2 (m, IH), 7.7 (m, IH), 7.85 (m, 
IH), 8.1-8.3 (m, 4H), 8.55 (s. IH), 8.75 (s, IH); 
Elemental Analysis Found C, 41.0; H, 4.2; N, 9.4; 
C^^H^^CIN^O^S 2NaCl 2H2O HCl requires C, 40.9; H, 4.3; N, 9.6Z. 
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Example 89 

A solution of (E)-4-chlorostyrylsulphonyl chloride (0.12 g) 
in methylene chloride (2 ml) uas added to a stirred suspension of 
4-[A-(4-pyridyl)piperazin-l-ylcarbonyl]aniline (0-141 g) in methylene 
chloride (10 ml). The mixture was stirred at ambient temperature for 
64 hours. The resulting solid vas. isolated and vashed with methylene 
chloride. The residue was purified by column chromatography using a 
10:1 mixture of methylene chloride and methanol as eluent. There vas 
thus obtained N- {4- (4-(4-pyridyl)pipera2in- 1-ylcarbonyl] phenyl} -(E)-4- 
chlorostyrenesulphonamide (0-089 g), m.p. 207-209**C; 

NHR Spectrum (CD^SOCD^. 100*C) 3.43 (m, 4H) , 3.6 (m, 4H) , 6.8 (d, 2H) , 
7.15 (d. IH), 7.27 (d, 2H), 7,3-7.5 (m, 5H) , 7.63 (d, 2H) , 8.16 (d, 
2H); 

Elemental Analysis Found C, 59.0; H, 4.9; N, 11.3; 
^24^23^'*"^4^3^ O.25H2O requires C, 59^1; H, 4.9; N, 11.5%. 

The 4- { 4- ( 4-pyridyl)piperazin- 1-ylcarbonyl ] aniline used as a 
starting material was obtained as follows :- 

4-Nitroben2oyl chloride (4.64 g) vas added to a stirred 
suspension of 1- (4-pyridyl)pipera2ihe (4.08 g), triethylaraine (3.48 ml) 
and DMF (50 ml) which had been cooled to 4°C. The mixture vas 
stirredat 4*^0 for 1 hour and at ambient temperature for 16 hours. The 
mixture vas partitioned between methylene chloride and water. The 
organic phase vas vashed vith brine, dried (hgSO^) and evaporated. The 
residue vas purified by column chromatography using a 10:1 mixture of 
methylene chloride and methanol as eluent- There vas thus obtained 
4- [4- (4-pyridyl )pipera2in-l"ylcarbonyl J nitrobenzene (5. 09 g) , m.p, 
158-160"C. 

A mixture of a portion (3.74 g) of the material so obtained, 
lOZ palladium-on-carbon catalyst (0.3 g), IN aqueous hydrochloric acid 
(24 ml) and methanol (75 ml) vas stirred under an atmosphere of 
hydrogen gas until uptake of hydrogen ceased. The mixture vas filtered 
and the filtrate vas evaporated. The residue was dissolved in water 
(25 ml) and the solution vas basified to pHlO by the addition of IN 
aqueous sodium hydroxide solution. The resultant precipitate was 
isolated, vashed vith vater and dried. There vas thus obtained 
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4- (4-(A-pyridyl)piperazin-l-ylcarbonylJaniline (2.91 g) , m.p, 
254-256°C- 

Example 90 

Using an analogous procedure to that described in Example 89, 
4-[4-(A-pyridyl)piperazin-l-ylcarbonylJaniline was reacted vith 
4'-bromo-4-biphenylylsulphonyl chloride to give N- { A- A-pyridyl)- 

piperazin-l-ylcarbonyl] phenyl) -4'- bromo-4-biphenylylsulphonaraide 
hydrochloride salt in 90% yield, m.p. 201-205**C; 

NMR Spectrum (CD^SOCD^) 3.6 (m, 4H), 3.73 (m, 4H) , 7.18 (m, 4H), 7.39 
(m, 2H), 7.69 (s, 4H), 7.9 (s, 4H), 8.27 (c, 2H) ; 
Elemental Analysis Found C, 54.0; H, 4.4; N, 9.0; 
^28"25^^^4°3^ HCl 0.5H^0 requires C, 54.0; H, 4.4; N, 9.0%. 

Example 91 

Using an analogous procedure to that described in Example 20, 
4-{6-bromonaphth-2-ylsulphonyl)-2-carboxy-l- [ 1 -( 4-pyridyl ) piper idin-4- 
ylcarbonyl ] piperazine was reacted with glycine methyl ester to give 
4- ( 6-bromonaphth-2-ylsulphonyl ) -2- [N- (methoxycarbonylmethyl ) carbamoyl ] - 
l-[l-(4-pyridyl)piperidin-4-ylcarbonyl]pipera2ine in 76% yield as a 
glass; 

NMR Spectrum (CD^SOCD^, lOO'^C) 1.55-1.8 (m, 4H), 2.55-3,1 (m, 6H) , 3,4 
(m. IH), 3.65 (s, 3H), 3,7-3.95 (m, 4H), 4. 15 (m, 2H) , 4.95 (m, IH) , 
6.75 (d. 2H), 7.7-7.9 (m, 3H), 8.05-8.15 (m. 4H), 8.3 (d, IH) , 8.4 (d, 
IH); 

Elemental Analysis Found C, 51.9; H, 5.0; N, 10.2; 
^29^32^^^5^6^ O.75H2O requires C, 51,9; H, f^.O; N, 10.4%. 

Example 92 

Using an analogous procedure to that disclosed in Example 2, 
l-(4-piperidinylcarbonyl)-4-(4-pyridyl)pipera2ine vas reacted vith 
6-bromonaphth-2-ylsulphonyl chloride to give 1- [ 1- { 6-bromonaphth-2- 
ylsulphonyl )piperidin-4-ylcarbonyl ) -4- ( 4 -pyridyl ) piperazine in 20% 
yields m.p. 229-230^C; 

NHR Spectrum (CD^SOCD-j) 1,6 (m, 4H) , 2.3-2.7 (m. 3H) , 3.5-3.8 (m, lOH) , 
6.8 (d, 2H), 7.8 (d, 2H), 8.2 (t, 4H), 8.4 (d, IH) , 8.5 (d, IH). 
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The l-(4-piperidinylcarbonyl)-4-(A.pyridyl)piperazine used as 
a starting material was obtained as follous:- 

Di- tert -butyl dicarbonate (5-09 g) vas added to a stirred 
mixture of piperidine-4-carboxylic acid (3 g) , sodium carbonate (2.48 
g), l,A-dioxan (20 ml) and water (20 ml) vhich had been cooled to 0**C. 
The mixture vas stirred at ambient temperature for 18 hours. The 
mixture uas concentrated by evaporation to one third of the original 
volume and a saturated sodium bisulphate solution uas added to bring 
the solution to pH2 to 3. The mixture uas extracted with ethyl 
acetate. The organic phase uas washed uith uater and with brine, dried 
(MgSO^) and evaporated to give l-tert-butoxycarbonylpiperidine-4- 
carboxylic acid (4.36 g) vhich uas used uithout further purification. 

Using an analogous procedure to that described in Example 14, 
a portion (1.41 g) of the material so obtained vas reacted uith 
l-(4-pyridyl)pipera2ine to give 1- ( 1- tert-butoxycarbonylpiperidin-4- 
ylcarbonyl)-4- (4-pyridyl)piperazine in 20% yield; 

NMR Spectrum (CD^SOCD^) 1.4 (s, 9H) , 1.6 (m, 2H) . 2.9 (m, 6H), 3.4 (s, 
2H), 3.6 (d, 3H), 4.0 (m, 4H), 7.0-8.0 (m, 4H) . 

A mixture of the material so obtained (0.45 g), 4N aqueous 
hydrochloric acid (2 ml) and diethyl ether (15 ml) vas stirred at 
ambient temperature for 18 hours. The mixture vas evaporated to give 
l-(4-piperidinylcarbonyl)-4-(4-pyridyl)piperazine (0.31 g) which vas 
used without further purification. 

Example 93 

The following illustrate representative pharmaceutical dosage 
forms containing the compound of formula I, or a 

pharmaceutically-acceptable salt thereof (hereafter compound X), for 
therapeutic or prophylactic use in humans: 



(a) Tablet I mg/tablet 

Compound X 100 

Lactose Ph. Eur 182.75 

Croscarmellose sodium 12.0 

Maize starch paste (5X v/v paste) 2,25 

Magnesium stearate 3.0 
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(b) Tablet II mg/tablet 

Compound X 50 

Lactose Ph. Eur 223 75 

Croscarmellose sodium 5^0 

Maize starch 15,0 

Polyvinylpyrrolidone (5% v/v paste) 2.25 

Magnesium stearate 3.0 

(c) Tablet III mg/tablet 

Compound X i q 

Lactose Ph. Eur 93.25 

Croscarmellose sodium 4,0 

Maize starch paste (5% v/v paste) 0.75 

Magnesium stearate i.O 

(d) Capsule mg/capsule 

Compound X 10 

Lactose Ph. Eur A88.5 

Magnesium stearate 1.5 

(e) Injection I ( 50 mg/ml ) 

Compound X 5.0Z w/v 

IM Sodium hydroxide solution 15.0:d v/v 

O.IM Hydrochloric acid 

(to adjust pH to 7.6) 

Polyethylene glycol AOO 4.5a v/v 

Water for injection to lOOZ 

(f) Iniection II 10 mg/ml ) 

Compound X 1.0% v/v 

Sodium phosphate BP 3.62 v/v 

O.IM Sodium hydroxide solution 15. OZ v/v 

Uater f or ' in j ection to lOOX 
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(g) Injection III (Img/ml , buf f ered to pH6) 

Compound X O.U v/v 

Sodium phosphate BP 2.26Z u/v 

Citric acid v/v 

Polyethylene glycol 400 3.5a w/v 

Uater for injection to 100% 

Note 

The above formulations may be obtained by conventional 
procedures well knoun in the pharmaceutical art. The tablets (a)-(c) 
may be enteric coated by conventional means, for example to provide a 
coating of cellulose acetate phthalate. 



TS40301 
18AUG95 
BST/MB 
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CHEMICAL FORMULAE 



^\ ^ V-M^-A-CO-M^-M^-X-Q 



N ^ - A- CO-M^-M^-X-Q 




/ 

N 



- A - CO - (t2r4)^ - - NHR 



(R' ) 



III 



m 
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1A2 



CLAIMS 



1- An aminoheterocyclic derivative ot the formula I 

N Nr- - A- CO-M^-M^-X-Q 



wherein is CH or N; 

is CH or N; 
G^ is CH or N; 
m is I or 2; 

is hydrogen, amino, halogeno, cyano, (l-HC)alkyl or ( l-4C)alkoxy; 
is a group of the formula 

2 113 
NR -L -T R 

in which R*" and R together form a ( l-AC)alkylene or methylenecarbonyl 

group, or R"^ is a ( 2-3C ) alkylene group which is linked to a methylene 

1 11 
group within L forming a 5- or 6-membered ring involving T and R , 

is (l-AC)alkylene, ( 3-6C)cycloalkane- 1 , 2-diyl or 

( 1 -3 C) alkylene -car bony 1 , and 

is CH or N, 

and wherein 1 or 2 methylene groups within L' and the rings formed when 

2 3 3 1 

R and R or R and L are linked optionally bears a substituent 

selected from the group consisting of (l-4C)alkyl, hydroxy- ( I-AC)alkyl, 

( l-AC)alkoxy-( l-AC)alkyl and phenyl- ( 1 -AC)alkyl , 

and wherein any phenyl group in M optionally bears 1 or 2 substituents 
selected from the group consisting of haloger-o, tri f luoromechyl , 
(l-AC)alkyl and ( l-4C)alkoxy; 



A is a direct link to the carbonyl group, or A is ( 1 -4C)alkylene ; 
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2 

H is a group of the formula 

in vhich r is 0 or 1, 

is CH or N, 
T-^ is CH or N, 

4 5 4 

R is hydrogen or (l-4C)alkyl, R is hydrogen or (l-4C)alkyl, or R and 

R^ together form a ( l-4C)alkylene, methylenecarbonyl or 

4 

carbonylmethyiene group, or R is a ( 2-3C)alkylene group vhich is 

2 

linked to a methylene group vithin L forming a 5- or 6-membered ring 

4 2 5 

involving R and T , or R is a (2-3C)alkylene group vhich is linked to 

2 

a methylene group vithin L forming a 5- or 6-membered ring involving 
R^ and T"^ , 

is ( l-4C)alkylene, (3-6C)cycloalkane-l ,2-diyl , 

2 

{ 1-3C) alkylene-carbonyl or phenylene, and, vhen r is 1, L may also be 
carbonyl- ( l-3C)alkyiene, 

-> 

and vherein 1 or 2 methylene groups vithin L" and the rings formed vhen 

4 5 4 2 5 2 

R and R , R and L or R and L are linked optionally bears a 

substituenr selected from the group consisting of oxo, carboxy, 

( l-4C)alkoxycarbonyl, carbamoyl, N-( l-4C)alkylcarbaraoyl, 

N,N-di- ( l-4C)alkylcarbamoyl, pyrroli'din- 1-ylcarbonyl , 

piper idinocarbonyl , morpholinocarbonyl , piperazin-l-ylcarbonyl, 

4-( l-4C)alkylpipera2in-l-ylcarbonyl , N-phenylcarbamoyl , 

N-( l-4C)alkyl-N-phenylcarbamoyl, N- (phenyl- ( l-3C)alkyl ] carbamoyl , 

N-( l-4C)alkyl-N- |phenyl-( l-3C)alkyllcarbamoyl, 

N- [hydroxy- (2-3C)alkyl] carbamoyl, N-{ l-4C)alkyl-N- (hydroxy- 

(2-3C)alkyllcarbamoyl, N- [ (l-4C)alkoxy-{2-3C)alkyl]carbainoyl, 

N-( l-4C)alkyl-N- [ ( 1-4C) alkoxy-(2-3C)alkyl J carbamoyl , N-(carboxy- 

(l-3C)alkyll carbamoyl. N- ( l-4C)alkyl-N- (carboxy- ( l-3C)alkyl) carbamoyl, 

N- [carboxy- (l-3C)alkyl J -N- (hydroxy- (2-3C)alkyl J carbamoyl, 

N- [ carboxy- ( l-3C)alkyl)-N-[ (l-4C)alkoxy-( 2-3C)alkyl] carbamoyl, 

N- [ ( l-4C)alkoxycarbonyl-( l-3C)alkylJcarbamoyl, 

N- ( 1 -4C ) alkyl -N- ( ( 1 - 4C ) alkoxycar bonyl- { 1 - 3C ) alkyl J carbamoyl , 

N- I ( l-4C)alkoxycarbonyl-{ 1-3C) alkyl J -N- [hydroxy- {2-3C) alkyl) carbamoyl, 

N-( (1-4C) alkoxycarbonyl-(l-3C) alkyl l-N-[ (l-4C)alkoxy- 
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(2-3C)alkyl I carbamoyl, (l-4C)alkyl, 

carboxy-(l-4C)alkyl, { l-4C)alkoxycarbonyl- t l-4C)alkyl, 
carbamoyl-( L-4C)alkyl. N-( l-4C)alkylcarbamoyl- { l-4C)alkyl, 
N,N-di-(l-4C)alkylcarbanioyl-( l-4C)alkyl, 

pyrrolidin-l-ylcarbonyl-(l-4C)alkyl, piperidinocarbonyl- ( l-4C)alkyl, 
morpholinocarbonyl- ( l-4C)alkyl, piperazin- J -ylcarbonyl- ( l-4C)alkyl, 
4-( l-4C)alkylpipera2in-l-ylcarbonyl-{ l-4C)alkyl, 
N-phenylcarbamoyl- ( l-4C)alkyl , 

N-[ phenyl- (l-3C)alkyl J carbamoyl- (l-4C)alkyl, hydroxy- ( l-4C)alkyl, 
( l-4C)alkoxy-{ l-4C)alkyl and phenyl- { l-4C)alkyl , 

and vherein any heterocyclic group in said substituent optionally bears 
1 or 2 substituents selected from the group consisting of (l-4C)alkyl, 
(l-4C)alkoxy, carboxy, ( l-4C)alkoxycarbonyl , carbamoyl, 
N-( l-4C)alkylcarbamoyl and N, N-di- ( 1 -4C)alkylcarbamoyl , 

and vherein any phenyl or phenylene group in optionally bears 1 or 2 
substituents selected from the group consisting of halogeno, 
trifluoromethyl, (l-4C)alkyl and ( l-4C)alkoxy ; 

M*^ is a direct link to X, or M'^ is a group of the formula 

L-^-{NR^) 

in which s is 0 or 1 » 

R is hydrogen or (l-4C)alkyl, or and R^ together form a 

( l-4C)alkylene, methylenecarbonyl or carbonylmethylene group, or R^ is 

a (2-3C)alkylene group which is linked to a methylene group within L*^ 

forming a 5- or 6-membered ring involving NR^, 

L-^ is (l-4C)alkylene, (3-6C)cycloalkane-l , 2-diyl . 

carbonyl-{ l-3C)alkylene or phenylene, and, when s is 1, L'^ may also be 
( l-3C)alkylene-carbonyl , 

and wherein 1 or 2 methylene groups within and the rings formed when 

R^ and R^ or R^ and L*^ are linked optionally bears a substituent 

selected from the group consisting of oxo, carboxy, 

( l-4C)alkoxycarbonyl, carbamoyl, N- ( 1-4C) alkylcarbamoyl , 

N,N-di- ( 1-4C) alkylcarbamoyl, pyrrolidin- 1 -ylcarbonyl , 

piperidinocarbonyl , morpholinocarbonyl , piperazin-l -ylcarbonyl, 
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4-( l-4C)alkylpipera2in-l-ylcarbonyl, N-phenylcarbamoyl , 
N- ( 1 -4C ) alky 1-N-pheny icarbamoyl , N- { phenyl - ( 1 - 3C ) alkyl J carbamoyl , 
N- (l-4C)alkyl-N-[ phenyl- ( l-3C)alkyl) carbamoyl , { 1-4C) alkyl, 
carboxy- ( 1-4C) alkyl , ( 1 -4C) alkoxycarbonyl- ( 1 - 4C) alkyl , 
carbamoyl- (1-4C) alkyl, N- ( l-4C)alkylcarbamoyl- ( l-4C)alkyl, 
N,N-di-( l-4C)alkylcarbamoyl-(l-4C) alkyl, 

pyrrolidin-l-ylcarbonyl- ( l-4C)alkyl, piperidinocarbonyl- ( l-4C)alkyl, 
morpholinocarbonyl-( l-4C)alkyl, piperazin-l-ylcarbonyl-( l-4C)alkyl, 
4.(l-4C)alkylpiperazin-l-ylcarbonyl- ( 1-4C) alkyl, 
N-phenylcarbamoyl - ( 1 - 4C ) alkyl , 

N-(phenyl-( 1-3C) alkyl] carbamoyl- (1-4C) alkyl, hydroxy- ( 1-4C) alkyl, 
( l-4C)alkoxy-( l-4C)alkyl and phenyl- ( 1-4C) alkyl, 

and uherein any heterocyclic group in said substituent optionally bears 

1 or 2 substituents selected from the group consisting of (l-4C)alkyl, 

( l-4C)alkoxy, carboxy. ( 1-4C) alkoxycarbonyl , carbamoyl, 

N_( l_4C)alkylcarbamoyl and N ,N-di- ( 1 -4C) alkylcarbamoyl , 
~ 3 

and vherein any phenyl or phenylene group in M optionally bears 1 or 2 
substituents selected from the group consisting of halogeno, 
trifluoromethyl, (l-4C)alkyl and ( 1-4C) alkoxy ; 

X is oxy, thio, sulphinyl, sulphonyl, carbonyl, carbonyloxy, 
carbonylamino, N- ( i-4C)alkylcarbonylamino , sulphonylamino , methylene, 
(l-4C)alkylmethylene or di- ( l-4C)alkylmethylen€ , or, when is CH and 
is a direct link to X, X may also be aminosulphonyl or oxycarbonyl; 

and 

Q is phenyl, naphthyl. phenyl- ( 1-4C) alkyl , phenyl- (2-4C)alkenyl, 
phenyl- {2-4C)alkynyl, (5-7C)cycloalkyl or a heterocyclic moiety 
containing up to 4 heteroatoms selected from the group consisting of 
nitrogen, oxygen and sulphur, and Q optionally bears 1, 2 or 3 
substituents selected from the group consisting of hydroxy, amino, 
halogeno, cyano, trifluoromethyl, nitro, carboxy, carbamoyl, formyl, 
formimidoyl, f ormohydroximoyl, ( 1-4C) alkoxycarbonyl, (l-4C)alkyl, 
(I-4C) alkoxy, N-( l-4C)alkylcarbamoyl. N,N-di- ( l-4C)alkylcarbamoyl, 
( l-4C)alkylamino, di- ( 1 -4C) alkylamino . (2-4C)alkanoylaroino, 
(2-4C)alkanoyl, (2-4C)alkanoimidoyl , (2-4C)alkanohydroximoyl, phenyl, 
heteroaryl, phenoxy. phenylthio, phenylsulphinyl , phenylsulphonyl, 
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heteroaryloxy, heteroarylthio, heteroarylsulphinyl , 
heteroarylsulphonyl, benzyl and benzoyl, 

and wherein said heteroaryl substicuent or the heteroaryl group in a 
heteroaryl-containing substituent comprises a 5- or 6-raeinbered 
monocyclic heteroaryl ring containing up to 3 heteroatoras selected from 
the group consisting of nitrogen, oxygen and sulphur, 
and wherein said phenyl, heteroaryl, phenoxy, phenylthio, 
phenylsulphinyl, phenylsulphonyl, heteroaryloxy, heteroarylthio, 
heteroarylsulphinyl. heteroarylsulphonyl, oenzyl or benzoyl substituent 
optionally bears 1, 2, 3 or 4 substituents selected from the group 
consisting of halogeno, trif luoromethyl , cyano, cr if luoromethoxy , 
nitro, (l-AC)alkyl, ( I -4C)alkoxy , hydroxy, amino, carboxy, carbamoyl, 
( l-AC)alkoxycarbonyl, N- ( 1.4C)alkylcarbamoyl , 

N,N-di-(1.4C)alkylcarbamoyl. ( 1 -4C) alkylammo, di- ( l-4C)alkylamino, 
(2-4C)alkanoylamino and tetrazolyl; 

or a pharmaceutically-acceptable salt thereof. 

A" aminoheterocyclic derivative of the formula I as claimed 

in claim 1 

wherein each of g\ and is CH, or each of and is CH and G^ 
is N, or G^ is N and each of G^ and G^ is CH; 

m is 1 or 2 and each is independently selected from hydrogen, amino, 
fluoro, chloro, bromo, cyano, methyl, ethyl and merhoxy; 
H is a group of the formula 

2 3 

in which R and R together form an ethylene group, 
L is methylene or ethylene, and is CH or N, 

and wherein 1 or 2 methylene groups within and the rine formed when 
2 3 

R and R are linked optionally bears a substicuent selected from the 
group consisting of methyl and ethyl; 

A is a direct link to the carbonyl group or A is methylene; 
2 

M is a group of the formula 
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in vhich r is 0 or 1, is CH or N, is N, 

is hydrogen, methyl or ethyl, R^ is hydrogen, methyl or ethyl, or R^ 
and together form a methylene, ethylene, trimethylene or 

methylenecarbonyl group, or R^ is an ethylene group which is linked to. 

2 

a methylene group vithin L forming a 5- or 6-membered ring involving 

A 2 

R and T , and 

is methylene, ethylene, trimethylene, methylenecarbonyl or 
phenylene , 

2 

and wherein 1 or 2 methylene groups within L and the ring formed when 
R^ and R^ are linked optionally bears a substituent selected from the 
group consisting of oxo, carboxy, methoxycarbonyl , ethoxycarbonyl , 
carbamoyl, N-methylcarbamoyl , N,N-dimethylcarbamoyl, 
pyrrolidin- 1-ylcarbonyl, piperidinocarbonyl , morpholinocarbonyl, 
piperazin- l-ylcarbonyl , A-methylpiperazin- 1 -ylcarbonyl , methyl , ethyl , 
carboxymethyl , methoxycarbonylmethyl , ethoxycarbonylmethyl , 
hydroxymethyl, methoxymethyl and benzyl, 

and wherein the pyrrolidin- l-ylcarbonyl , piperidinocarbonyl, 
morpholinocarbonyl, piperazin- l-ylcarbonyl or 

4-methylpiperazin- 1-ylcarbonyl substituent optionally bears a methyl or 
ethyl substituent; 

H is a direct link to X, or M is a group of the formula 

in which s is 1, R^ is hydrogen and is carbonylmethylene or 
carbonylethylene ; 

X is thio, sulphinyl, sulphonyl, carbonyl, carbonyloxy or methylene; 
and Q is phenyl, naphthyl, benzyl, phenethyl, styryl, 2-phenyleth5myl , 
dibenzofuranyl, biphenylyl, pyridylphenyl or pyridylthienyl, and Q 
optionally bears 1. 2 or 3 substituents selected from the group 
consisting of hydroxy, amino, fluoro, chloro, bromo, iodo, cyano, 
trifluoromethyl, nitro. carboxy, carbamoyl, methoxycarbonyl, 
ethoxycarbonyl, methyl, ethyl, methoxy and ethoxy; 
or a pharmaceutically-acceptable salt thereof. 
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^- An aminoheterocyclic derivative of the formula I as claimed 

in claim 1 

vherein each of G^, and G*^ is CH, or each of G^ and G^ is CH and 
is N, or G^ is N and each of G^ and G"^ is CH; 

m is 1 or 2 and each is independently selected from hydrogen, amino, 
chloro, methyl and. ethyl; 
M is a group of the formula 

2 113 
NR^'-L -T^R-^ 

2 3 

in which R" and R together form an ethylene group, 
is ethylene, and 
is CH or N; 

A is a direct link to the carbonyl group or A is methylene; 
2 

H is a group of the formula 

(T^R^)^-L^-T^R^ 
in which r is 0 or 1, is N, is N, 

R is hydrogen, R is hydrogen, or R and R" together form an ethylene 

group, or R^ is an ethylene group which is linked to a methylene group 

within L forming a 5- or 6-merabered ring involving R^ and T^, and 
2 

L is methylene, ethylene or phenylene, 

and wherein i or 2 methylene groups within and the ring formed when 
4 5 

R and R are linked optionally bears a substituent selected from the 
group consisting of carboxy, methoxycarbonyl , echoxycarbonyl, 
pyrrolidin-l-ylcarbonyl . piperidinocarbonyl , morpholinocarbonyl , 
piperazin-l-ylcarbonyl, 4-methylpipera2in- 1-ylcarbonyl , methyl, ethyl 
and benzyl, 

and wherein the pyrrolidin-l-ylcarbonyl, piperidinocarbonyl, 
morpholinocarbonyl, piperazin-l-ylcarbonyl or 

4-methylpiperazin-l-ylcarbonyl substituent optionally bears a methyl or 
ethyl substituent; 

is a direct link to X, or H"^ is a group of the formula 

L^-(NR^) 
^ 's 
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in which s is 1, is hydrogen and is carbonylinethylene; 
X is sulphonyl; and 

Q is phenyl, naphthyl, benzyl, phenethyl, styryl, 2-phenylei:hynyl, 
dibenzofuranyl, biphenylyl, pyridylphenyl or pyridylthienyl, and Q 
optionally bears 1 or 2 substituents selected from the group consisting 
of fluoro, chloro, bromo, iodo, methyl, ethyl, methoxy and ethoxy; 
or a pharmaceutically-acceptable salt thereof. 

4. An aminoheterocyclic derivative of the formula I as claimed 

in claim 1 

wherein G is CH or N and each of G and G" is CH; 
m is 1 and is hydrogen; 
is a group of the formula 

2 113 
NR -L^-T'-r'* 

in which R^ and R"^ together form an ethylene group, 
is methylene or ethylene, and 
is CH or N, 

and wherein 1 or 2 methylene groups within and the ring formed when 
R^ and R*^ are linked optionally bears a substituent selected from the 
group consisting of methyl and ethyl; 

A is a direct link to the carbonyl group or A is methylene; 
H is a group of the formula 

in which r is 1, is CH or N, is N, 

R^ is hydrogen, methyl or ethyl, R is hydrogen, methyl or ethyl, or R 

4 



and R^ together form a methylene, ethylene or trimethylene group, or R 

2 



is an ethylene group which is linked to a methylene group within L' 
forming a 5- or Brmembered ring involving R and T , and 

is methylene, ethylene or trimethylene. 
and wherein 1 or 2 methylene groups within and the ring formed when 
R^ and R^ are linked optionally bears a substituent selected from the 
group consisting of oxo, carboxy, methoxycarbonyl, ethoxycarbonyl, 
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carbamoyl, N-methylcarbamoyl , N,N-dimethylcarbamoy 1 , 
pyrrolidin- 1-ylcarbonyl, piperidinocarbonyl , morpholinocarbonyl, 
methyl, ethyl and benzyl, and vherein the pyrrolidin- 1-ylcarbonyl or 
piperidinocarbonyl substituent optionally bears one or tvo methyl or 
ethyl substituents ; 

M"^ is a direct link- to X, or M"^ is a group of the formula 

L^-(NR^) 
^ 's 

6 3 
in which s is 1, R is hydrogen and L is carbonylmethylene or 

car bony 1 ethylene; 

X is sulphonyl; and 

Q is 3- or M-biphenylyl which optionally bears, in the ring attached to 
X, 1 or 2 substituents selected from the group consisting of hydroxy, 
fluoro, chloro, bromo, cyano, trif luoromethyl , methyl, ethyl, methoxy 
and ethoxy and which optionally bears in the terminal phenyl group up 
to A substituents selected from the group consisting of fluoro, chloro, 
bromo, trif luoromethyl , cyano, trif luoromethoxy , methyl, ethyl, methoxy 
and ethoxy; 

or a pharmaceutically-acceptable salt thereof • 

5- An aminoheterocyclic derivative of the formula I as claimed 

in claim 1 

vherein is CH or N and each of and G^ is CH : 
m is 1 and is hydrogen; 
is a group of the formula 

2 1 13 

2 3 

in which R and R together form an ethylene group, 
L is methylene or ethylene, and 
is CH or N, 

and wherein I or 2 methylene groups within and the ring formed when 
2 3 

R and R are linked optionally bears a substituent selected from the 
group consisting of methyl and ethyl; 

A is a direct link to the carbonyl group or A is methylene; 



wo 96/10022 



-151 - 



PCT/GB95/02285 



M is a group of the formula 

2 3 
in uhich r is 1. is CH or N, T is N, 

is hydrogen, methyl or ethyl, R^ is hydrogen, methyl or ethyl, or r' 

and R^ together form a methylene, ethylene or trimethylene group, or r' 

2 

is an ethylene group uhich is linked to a methylene group vithin L 
forming a 5- or 6-membered ring involving R and T , and 
L is methylene, ethylene or trimethylene, 

2 

and uherein 1 or 2 methylene groups vithin L and the ring formed when 
R^ and R^ are linked optionally bears a substituent selected from the 
group consisting of oxo, carboxy, methoxycarbonyl , ethoxycarbonyl, 
carbamoyl, N-methylcarbamoyi, N,N-dimethylcarbamoyl , 
pyrrolidin-l-ylcarbonyl, piperidinocarbonyl , morpholinocarbonyl, 
methyl, ethyl and benzyl, and uherein the pyrrolidin-l-ylcarbonyl or 
piperidinocarbonyl substituent optionally bears one or two methyl or 
ethyl substituents; 

M"^ is a direct link to X, or is a group of the formula 

L^-(KR^)^ 

in uhich s is 1, R^ is hydrogen and L"^ is carbonylmethylene or 
carbonylethylene ; 
X is sulphonyl; and 

Q is benzyl, phenethyl, styryl or 2-phenylethynyl which optionally 
bears 1, 2 or 3 substituents selected from the group consisting of 
fluoro, chloro, bromo, cyano. trif luoromethyl, methyl, ethyl, methoxy 
and ethoxy; 

or a pharmaceutically-acceptable salt thereof. 
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An aminoheterocyclic derivative of the formula la 
N )>— - A- CO-M^-M^-X-Q 



wherein each of and is CH, G^ is N and G^ is CH. or G^ is CH and 
G is N; 

ra is 1 and is hydrogen; 
M is a group of the formula 



' 3 

in which and R together form an ethylene group, 
L is ethylene, and 

is CH or N; 
A is a direct link to the carbonyl group; 

is a group of formula 



(T^R^)^-L^-T^R^ 



in vhich r is I, is N and T"^ is N, 

R is hydrogen, R^ is hydrogen, or R^ and R^ together form an ethylene 
group, and 

2 

L is ethylene, 

and vherein 1 methylene group vithin optionally bears a substituent 
selected from carboxy, ethoxycarbonyl, N-methylcarbamoyl , 
piperidinocarbonyl , methyl and benzyl; 

M is a direct link to X, or is a group of the formula 

l^-(nrS^ 

in vhich s is 1 , R^ is hydrogen and L"^ is carbonylmechylene ; 
X is sulphonyl; and 
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Q is 2-naphthyl vhich optionally bears 1 or 2 substituents selected 
from the group consisting of fluoro, chloro, bromo, trifluoromethyl, 
methyl, raethoxy and ethoxy; 

or a pharmaceutically-acceptable acid-addition salt thereof. 

7. An aminoheterocyclic derivative of the formula I as claimed 

in claim 1 selected from 

2- ( 2-naphthalenesulphonamido ) -N- { l-piperidinocarbonyl-2- { 1- ( 4-pyridyl) - 
piperidin-4-ylcarbonylamino] ethyl} acetamide , 

1- ( 2-naphthylsulphonyl ) -4- ( 1 - ( 4-pyridyl ) piperidin-4-ylcarbonyl ] - 
piperazine, 

2- (2-naphthalenesulphonamido) -N- ( l-piperidinocarbonyl-2- 
{2- [ l-( 4- pyridyl)piperidin-4-yl)acetamido} ethyl) acetamide, 

2- (2-naphthaienesulphonamido) -N- ( l-piperidinocarbonyl-2- {2- [4- ( 4- 
pyridyl ) piperazin- 1 -yl ] acetamido} ethyl) acetamide , 
ethyl 2- ( 2-naphthalenesulphonamido ) -3- [ 1- ( 4-pyridyl )piperidin-4- 
ylcarbonylamino ] propionate , 

1- [ 1- ( 2-naphthylsulphonyl) piperidin-4-ylcarbonyl ] -4- ( 4-pyridyl) - 
piperazine, 

2- (2-naphthalenesulphonamido)-N- {l-phenyl-3- [ 1- ( A-pyridyl)piperidin-4- 
ylcarbonylamino J prop-2-yl} acetamide » 

A- [ 1- ( 4-pyridyl ) piperidin-4-ylcarbonyl ] - 1- | ( E) -styrylsulphonyl ) - 
piperazine, 

1- [ (E)-4-chiorostyrylsulphonyl]-4-{ 1- (4-pyridyl)piperidin-4- 
ylcarbonyl] piperazine, 

l-( (E)-4-methylstyrylsulphonyl]-4- [ 1- (4-pyridyl) piperidin-4- 
ylcarbonyl) piperazine, 

4- [ (E)-4-chlorostyrylsulphonyll -2-methyl-l- [ 1- (4-pyridyl)piperidin-4- 
ylcarbonyl J piperazine , 

1- ( 4-biphenylylsulphonyl) -4- [ 1- ( 4-pyridyl) piperidin-4-ylcarbonyl J - 
piperazine, 

1- ( 4 ' -chloro-4-biphenylylsulphonyl ) -4- [ 1 - (4-pyridyl ) - 
pipe ri din-4 -y Icarbonyl ] piperazine, 

l-[ (E)-4-chlorostyrylsulphonyl]-4- [ l-(4-pyrimidinyl)piperidin-4- 
y Icarbonyl ] piperazine , 

l-(7-chloronaphth-2-ylsulphonyl)-4-.( l-{ 4-pyridyl )piperidin-4- 
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ylcarbonyl] piperazine , 

2-ethoxycarbonyl-4-(2-naphthylsulphonyl)-l-[ l-CA-pyridyljpiperidin- 
A-ylcarbonyl ] piperazine , 

l-(2-naphthylsulphonyl)-4-[l-(4-pyrimidinyI)piperidin-4-ylcarbonylJ- 
piperazine, 

l-((E)-4-fluorostyrylsulphonylJ-4-{ l-(4-pyridyl)piperidin-4- 
ylcarbonyl ] piperazine , 

1- [ { E) -4-broniostyrylsulphonyl ) -4- [ 1 - ( 4-pyridyl) piperidin-4-ylcarbonyl] - 
piperazine , 

1- (4 '-bromo-4-biphenylylsulphonyl) -4- (l-( 4-pyridyl) piperidin-4- 
ylcarbonyl] piperazine, 

l-(6-chloronaphth-2-ylsulphonyl)-4-[ l-( 4-pyridyl) piperidin-4- 
ylcarbonyl J piperazine , 

l-(6-bronionaphth-2-ylsulphonyl)-4- ( l-(4-pyridyl)piperidin-4- 
ylcarbonyl J piperazine , 

1- (6-chloronaphth-2-ylsulphonyl) -4- [4- (4-pyridyl )piperazin-l- 
ylcarbonyl] piperazine, 

4-(2-naphrhylsulphonyI)-2-piperidinocarbonyl-l- ( l-(4.py^idyl)- 
piperidin-4-ylcarbonyl Jpiperazine, 

4-(6-chloronaphth-2-ylsulphonyl)-2-ethoxycarbonyl-l- [ 1- ( 4-pyridyl) - 
piperidin- 4 -ylcarbonyl I piperazine, 

2-carboxy-4-{6-chloronaphth-2-ylsulphonyl)-l- [ I- (4-pyridyl) piperidin- 
4-ylcarbonyl} piperazine, 

1- (6-chloronaphth-2-ylsulphonyl)-4-( l-(4-py^imidinyl)piperidin-4- 
ylcarbonyl ) piperazine , 

4-[ l-(2-aniinopyriinidin-4-yl)piperidin-4-ylcarbonyl]-l-(6-chloronaphth- 

2- ylsulphonyl ) piperazine , 

l-(6-chloronaphth-2-ylsulphonyl)-4- [ 1- ( 4-pyridazinyl ) piperidin-4- 
ylcarbonyl ) piperazine , 

4- (6-bronionaphth-2-ylsulphonyl) -2-ethoxycarbonyl-l- ( 1- ( 4-pyridyl ) - 
pipe ri din- 4-ylcarbonyl J piperazine, 

4-(6-brofnonaphth-2-ylsulphonyl)-2-carboxy-l- ( 1- ( 4-pyridyl) piperidin-4- 
ylcarbonyl J piperazine, 

4- (6-bromonaphth-2-ylsulphonyl)-2-niorpholinocarbonyl- 1- [ 1- ( 4-pyridyl) - 
piperid in- 4 -ylcarbonyl ) piperazine, 

4- (6-chloronaphth-2-ylsulphonyl) -2-methoxycarbonyl-l- ( I- ( 4-pyridyl) - 



wo 96/10022 



-155 - 



PCT/GB9S/02285 



piperidin-A-ylcarbonyl ) piperazine and 

2-carboxy-A-{6-chloronaphi:h-2-ylsulphonyl)-l-(l-(A-pyridyl)piperidin-4- 
ylcarbonyl ] piperazine ; 

or a pharraaceutically-acceptable salt thereof. 

3^ A process for the preparation of an aminoheterocyclic 

derivative of the formula I or of the formula la, or a 
pharmaceutically-acceptable salt thereof, as claimed in any one of 
claims 1 to 7 vhich comprises: - 

(a) for the production of those compounds of the formula I 

wherein H is a group of the formula 

in vhich is N and r is 1, the reaction of an acid of the formula II, 
or a reactive derivative thereof. 



/ 




g3 



M - A- C ©2 H 

II 



with an amine of the formula 



hnr^-l^-tV-m^-x-q 



(b) for the production of those compounds of the formula I 

uherein is a group of the formula 



3 

in which T is N, 



and uherein is a direct link to X, 

the reaction of an amine of the formula III 
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/ 
N 



g1 = g2 




m'' - A- CO-(t2r4)^-l2-NHR 



III 



vith a compound of the formula 2-X-Q wherein 2 is a displaceable 
group; 



(c) 



,1 



for the production of those compounds of the formula I 



wherein H is a group of the formula 



2 113 
NR -L^-T R*^ 



in which is N, 

and wherein A is a direct link to the carbonyl group, 
the reaction of an amine of the formula IV 



/ 

N 



g1 = g2 




nr2-l^ - nhr 



(R"! ) 



m 



with an acid of the formula 



HO^C-M^-M^-X-Q 



or a reactive derivative thereof; 



IV 



for the production of those compounds of the formula I 



,2 . 



wherein M is a group of the formula 



2 4 3 5 

(T R ) -L*--T-^R^ 



wo 96/10022 



- 157 - 



PCT/GB9S/0228S 



in which is N, 
,3 . 



and wherein H is a group of the formula 

in which L is carbonylmethylene, 

the reaction of an amine of the formula III 

with an acid of the formula 

H02C-CH2-(NR^)3-X-Q 
or a reactive derivative thereof; 

(e) for the production of those compounds of the formula I 
wherein M is a group of the formula 

3 

in which T is N, 

and wherein is a direct link to X and X is carbonylamino, 
the reaction of an amine of the formula III 
with an isocyanate of the formula 

OCN-X-Q 

(f) the reaction of a compound of the formula V 




V 



wherein Z is a displaceable group, 
vith an amine of the formula 



wo 96/10022 



PCT/GB9S/02285 



-158 - 

hnr^-l^-tV-a-co-m^-h^-x-q 



(g) for the production of those compounds of the formula I 
wherein H , M or Q bears a carboxy or carboxy-containing group, the 
hydrolysis of a compound of the formula I vherein M", or Q bears a 
( l-4C)alkoxycarbonyl group; 

(h) for the production of those compounds of the formula I 
vherein M , or Q bears a carbamoyl, N-alkylcarbamoyl or 
N,N-dialkylcarbamoyl group, the reaction of a compound of the formula 
I wherein M^, M or Q bears a carboxy group, or a reactive derivative 
thereof, with ammonia or an appropriate alkylamine or dialkylamine; or 

(i) for the production of those compounds of the formula I 
wherein Q bears a hydroxy group, the dealkylation of a compound of the 
formula I vherein Q bears a (l-4C)alkoxy group; 

and when a pharmaceutically-acceptable salt of a compound of 
the formula I is required, it may be obtained by reaction of said 
compound with a suitable acid or base using a conventional procedure; 

and when an optically active form of a compound of the 
formula I is required, it may be obtained by carrying out one of the 
aforesaid procedures using an optically active starting material or by 
resolution of a racemic form of said compound using a conventional 
procedure. 



^- A phannaceutical composition which comprises an 

aminoheterocyclic derivative of the formula I or of the formula la, 
a pharmaceutically-acceptable salt thereof, as claimed in any one of 
claims 1 to 7, in association with a pharmaceutically-acceptable 
diluent or carrier. 



10. The use of an aminoheterocyclic derivative of the formula I 

or of the formula la, or a pharmaceutically-acceptable salt thereof, 
as claimed in any one of claims 1 to 7, in the production of a 
medicament for use in producing an anticoagulant or antithrombotic 
effect . 
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